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(57) Abstract: Granule, fine particle or tablet of excellent leaching property, comprising a drug active ingredient in high content 
realized by forming a layer containing drug active ingredient on core particles through a combination of a method of dispersing and 
adhering an active ingredient while spraying or adding a binder with a method of spraying or adding a solution or suspension wherein 
an active ingredient and a binder are contained so as to effect adhesion. Further, there are provided a drug composition containing- 
such a granule, fine particle or tablet and a process for producing the same. 
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/i/] *;K7^,i/] - 1 H— <yX4 * W~->vi£ if ©3fc3^|4fto&s# 

(I) ©&£LTWu Mill Mi 
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8/21201, mmm 5.2-62275^ wm%& 54-14178 3 

Jcfc, 7^y/7^ ^Rffcte, M&tfWO 0 0-7 8 7 4 5, WO 01/ 
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•So 

^) , fijRT/i"¥/i^ y^/K T-Ptr/^S^O^fti^v^ 

»2^L6©T/^=/WS<8f) N «7/^^/Vg ^~7K 7°* 

f-jv^i/^ ~7u ¥$-~/vjr^y^(DBMW. ifa^LQ ©7;^-*/^^ 
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'ffift^Hfc^/^'f/H^) ^ E&SSr^LTlvcfc J^75/£ (^^Ltt\ 
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1 £^ L 6 ©7^/H^y -g&ftV^ L^-fiife&ftfc 7^/1 
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±IE^ (II) fc&lvt. X x , X 2 tt^mitm^^7tWL^M^^t-o 
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7cte>N-E OCT, E^tK^II^ g^S^LTV^TtiiV^TK^ ® 
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3,4-^^7/-/^ 77fy 1,2,3-^7^7^ 1,2,4- 
v> 7 y-/K 1 , 3 , 4 -^7^7 y*-/K 1 , 2 , 3 - MJ 7 /-/K 1,2, 

4 - h y 7 y*-/K t^7 y*-/K t° y t° y t° y ^ v>>\ t°yi; 
y, b y 7-yy#o 5 1 6 M^^^^^m^^^if b^t^c 
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yy>!)7/-/K ^yy, -fy^/yy> WJy, ^/uy, =¥7^ 
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[4,3-a) t'y^y, 1,2,4-byryn (4,3-b) try^v>^0 8 
~1 2^^#^f^^m^W&^5 0 

l^p^^^m^J axil flRtf, ^v'^y, t-£W>\ ^i?y 
>\ fx^y v t'npv'y fb7tKn77y rf7tKnft7xy t° 

7f7kKpt°7y fh7tKpftt'7y 

;^!)y t^v^ Tif/N°y N ^-arir/-?x N ^-^ririf/<y N ^Tif 

/N°y s 7^y N ^-^y^y, ^Tjy, ^f-y'yj^ f7^y^©3~8 
ffljLfc 2-^-^yrWv f y, 2~^ytfnyi>v N 

y-^y, 2-^77^^, 2-^y7/*y 2-^77f7tKo7 
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y N 2~#^y^7J^ 2~^y^-^-y-yyjy s 2 -^yf77^y|t 
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/W* 7 ^ /K aif-/^ r ^ -M?©* y — C j . 6 7V^ /H7 7 ■=£ 
-iVt^g#\SlV^ft£o 

ET^£ft5 r^-^ffiRT/^/^/^T^/^Sj £ LX N Miff, v^f" 
. ;V7,/vy t *4 /K itx-T-A'XA'y 7 Cj_, TV^/i^/i^ 7 ^ 
I'/i'KSIftfs/Bv^ftSo 

ET7F£ft5 rrU-/^/^y7 J E-^^Sj £LX, Mid 7i^;^^7 
7 -y~7 s 5-)V7s)vy 7 ^J/i^fD C 6 . 10 T P — /v^;l-7 7 /wS^flSJE 

v^ft5 0 

5C-CONR 2 R 3 0£>K R 2 fc«fctfR 3 te^ft€ft;tolSIf^ fi&S&^lyw 
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tfmf MtfcMtax T^^m, r/w^/i^ T/^-^m, 

p X/l^/t^ p 7/uSr~;uMs 9 S9 p T/^^/^T/^^/^Ss ^ p T 
<, $lxJ^ ^?7K ^fvK -/ntVK -fyyntVK ^^/K V^/K 
10 ^0*L< N lf(^f/H«U\ 

15 /K 7°P^Vl/^V^oJ:^l-7 0 Pt 0 ^#^C 2 . 6 T/^^/l/S / #/jmffi$^^ 0 

H\ ^n^ntVK ^P7^/K i^P^/fvK v^p-^vvK ^ p 
^7°5vK ^p^-^^/K tV^P [2. 2. 1] ^^it^T^y 
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20 r>y^ n 7/U^r^mi \X WfLtts <£$^ n T/l^-^g^W* L < N 
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25 tfS0*L< % 09*.f& ^PT'nWf/K ^oyp^xf/K i/^n^ 
^vK v"^ p^^/M ^"/K ^ n^3f $/7W< ^1^*3 iV^^ n^3f-> 
/Hf/l4©C 4 . 9 ^ p T/V^r/l/T/^/US^tUffl £fr6 0 
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±ibe > r n r 1% Gratis ^fm&^Lx^xh^mt^mmi <D 

^i&BT^J^ (M%-\** 7°nt°/K ^y/ntVK zff-/K 

4 y7^/K sec-^/K tert-^/K -O^K 1 -^VK/p fcVu*5 J: 

fvK 37/M-n^5vK v^/l^n^gVK hU7^tn/f/K 2-7'p^^ 
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&ff % ^on^^yv^S^ ^on^f/u^K MJ^no^f/i/^ 
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^•p^/^^t^ 5, 5, 5- hV yjvirn^y^^ir^y, 6,6,6-1^7 
/virn^^y;vir^ym<D^: J - N *y-%tzh h y - 
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^i- 0 s;-nr 2 r 3 ^v>t s R 2 kR 3 \mmtzm.mm :: ?b tt>\m 

(iilt 5£-NHCONR 2 R 3 (5£<K R 2 *5J:tj ? R 3 ttHfrlBi:I^Ea : Sr^1- 0 
£?c, S-NHCONR 2 R 3 m% R 2 iR 3 «P^i-S^^i: it^SI 
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dr/drihy^/K y^y^/K -T-yf-yy^/y yy^/K yfy^/y # 
;w< y y a - 7? y /3 - # y ~/k y - % y r y y 
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[1,2-a] t°y-^/K y^v ci,5- a ] t°yyvK y^yy u, 

2-b) f!)^/K^^(l ( 2-a] t'y^y^K 1,2,4-hy 
TV*u [4, 3 -a) fc°y^/K 1,2,4-byryn [4,3-b] \£ 

^K^HSffi***^^^ Lfc***SfcttlfoIB Lfc 5 fcV^ 6 
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T^i±Vj=:)V, ^-^rir $ =/K t° P !> v 5 — 7^t'Kn7!) /K 

^•^/^U^/K fcT-^^vK 7i?^°-/K ^-fe^°~/K f-^/N°^/P N 3- 
y#=/K f7/^-;i4©3^8l L< «5~6M) ©fiafPfoSV^*^ 

fiafp flj*u<ttis») (D^^mmm^m (mm&mmm Kt^m-fbti 

-t^yr^^^/K 2-t^y7h7tKD7!)/K 2-^yrf7tKo 

2-^y^7=-/K 2-^yf-T^/K 2-t#ytV7^ 
/K 2-^y^-^ir/^/K 2-^-^ry^-^rf-^VN 0 ^/K 2 -2h^y ^n/-s°- 
/K 2-^y^T-^/^K 2-^y^y^^/K 2-^y^^^/K 
2-^y^-^riry^^K 2-t^yf7/7)^^f ktL5 0 #£L< 

H2-^y trn y ^/^#©5A^#S5^^~efc5„ 

mi ^VX^X^^^m^&tLXlX 09*.f£ lufEE, R % R l% GT?^£ 
±fB5S (II) fcfcvvr, RtfWkW&1rZ>-m&\z^xmW-f5 0 RkW 

te{tw:xhMmzmj£i*fo\ 
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mmm m&m K^n^^mmm^mf^ti^o 

mm, t£bmz.±mzmxmm£ti% m^M^Lx^x^^m^m 
^m^Lx^xhx^mmmj <o mmmi ^n^^^mmm^mfb 

-f ^ k-/k -r y kjj -r y^ ^ k-vk y -r y k y >\ 7- h 
^*<?ym* mm, yym, mm, Hit, 3^mm) . y 

nfcVK -fy^ntVK ^V^f;K sec-:/5vV\ tert-^^K ^ 

R <b Wtim-S-f 5 £ £ J; o T0II *. tf, 
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7 -f±/vy.;z.^=z}> ±y&Mt. .uv_\ . _ . . ._ 

te-g* (id ommM.mutLxix mtux* Twv&m (m^«\ -tv 
r^iroife^s, %ittt&m (id oimsiatij:, 09*^ 

TX^s MJxW^y, fc'^yv^ fn!)^, ti^U^y, 2 -7^~ 
ik&m (II) ©IWHtlt ttCSfefg. a 

jwtsksiii^ y^sfe&so , Mism (^x.«\ i^n^ 1117^0 

HHi^ a^SHiU -^W^R^ ^/vfifeliU /ot°t« 

#383&<0ft;£4fo (II) tim 7X?P#&'&a LTV^o r 7 KfPt/J tL 
Xlts 0. 5 7KfP^I~5. O^WbtlSo Z-<D0%, 0. 5 7fcfP^ 1. 

o Tkf R$fck i. 5zKfp4fc, 2. o;*c?MtoW*Lv\ 

jKD^-T-^^-V-iiflJ^ (e. e. ) ©t><B3 s 0*U<^ «fcO&£L<«:9 

« : 
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2- [^f;W [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2-hP7;l/ 

— f/l/J #/l^~/l/J Tir^— K 

2 - |> fvv [ [ (R) - 2 - [ [ [ 3 -**?-;V- 4 - (2 , 2 , 2 - MJ 7/1/ 

^-n^b^v-) -2-t°yv ? /i/] y^/y] ^/i/7-r^/p] -lH-^yxv^' 

2- [7^/1- [ [ (R) -2- [ [ [3-7^-4- (2, 2, 2 - h ]} 7/U 
-2-h'V v^/i/J */i/7-r~/i/] -lH-^yX/f^ 

y*-/l/- 1 — f/l/I #/WJwl/| 75/] ^^VU ^D^^ffy^/^arv-l/ 
-K 

2- C^^/U- [ [ (R) -2- [ [ [3-7^-4- (2, 2, 2~f'j7^ 

/U- 1 — Y/Kl ^7/^^/1/] T5/] y<^/^^-hs 
2- OfvX [ [2- [ [ [3-7^-4- (2, 2, 2- M) 7/W"ttrc 
^ri/) -2-t°yvvkl ^ ^] - 1 H--<yX/f ^ 

1— f/i/-] #/Mf~/i/] 7 5 7] ac^vv -<^y*^-K 

2- C [ (R) -2- [ [ [3-7^-4- (2, 2, 2- M)7;l/ 
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#n rc b dp V) - 2 - U i?7l/] y fvk] ^71-^ ~7l/] - 1 H-^^X/f 5; y* 
y*-7l/- 1 — f 71-] %jV$^;V] 7 5 /] ^fyu 4 - y b driz-O-y^- h N 
2- O^vl" [ [ (R) -2- [ [ [3-yfvl/-4- (2, 2, 2- MJ 7 )V 
iru^Y - 2 - t° U vVl/] y fyl/| *;V7 4 =/]/] - l H-^:/Xy ^ y* 

y"—;v- l /i/] 7 5 / ] ^fvi" 3 - y n n^^y^rc— f N 

2- [^f/U [ [ (R) -2- [ [ [3-yfvt/-4- (2, 2,2- h y 7 )V 

am y ^ - 2 - 1° y vviyj y ^71/] *7i/:7 ^ ~7i/] - 1 h-^o-xv ^ y 

1 — f/l/J #7l/^~7l/] r§y] rc^yV 3, 4-^7/^n^yi/x 
2- [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2- h y 771/ 

^-p^hdf-i/) -2-t°y vVi/] yyvi/] X71/7 -f^/i/] -iH-^yx^^ 
y— 7W- i — < 7i/] #7i/tfwi/] t ^ y ] :*?yi/ 4 - h y 77^0 y h **y< 

2- [yyvl^ [ [ (R) -2- [ [ [3-y^-4- (2, 2, 2-\^)7)V 

3- n^h**y) -2-trp $w y yvi/] x7i/7^ =.;v\ - 1 H—o-xy s: y 
y— 71-- 1 -4" 7^] ^77i/fc7i/] r 5: y ] ^yvi/ 4 -y/i'tn^y/x- k 

2- OTW [ [ (R) -2- [ [ [3-y^7V-4- (2, 2, 2- f JJ 77V 
v-) • - 2 - fcf y vvl/] y yvi/] X7V7 ^ -/i/] - i h— <^X4 ^ # 

y-7w- 1 — r 7^] ^77^-71/] 7 ^ y ] ^yvt/ 3, 4, 5 - b y y h ^v~< 
yy^-hs 

2- [yyvl/ [ [ (R) -2- [ [ [3-yf-7^-4- (2, 2, 2- h y 771/ 

^-n a: h df- ix) - 2 - 1° y vvi/] y yvi/] yyi/7 4 - 1 H-^yxv s: y 
y-7i/- 1 -4 71/] ^7i/^^7^] 7 5: y ] ^yv^ 2 - 1° y -7>-;277i^> v- i/- 

k 

2- [yyvt/ [ [ (r) -2- [ [ [3-yf-7i/-4- (2, 2, 2 - h y 771/ 
tnxb df - 2 - 1° y -Tvi/] y ^vi/j yyi/7 ^ ^71/] - 1 h-zo-xv ? y 
1 — Y7i/] #7^~7k] 7^y] ^yVi/ y h ^^7^- h N 
2- [y^-71/ [ [ (R) -2- [ [ [3-yyvl/-4- (2, 2, 2- 

h y 77i/^-p^ fdf-i/) -2-t°y> ? 7^] y^7i/] *7i/7^~7i/] -iH-^y 
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/fy/P^/l/ 2- [ [ (R) -2- [ [ [3-^^-4- (2, 2, 

2-fij7Mnxf^) - 2 - fc° U vyl/] */K7 >f =7U] -1H- 

5 4V7uyZ-)V 2- [ [2- [ [ [3-^^-4- (2, 2, 2-h 

!J7;1/#pxF^) -2-t°y^] J*/P7^-/l/] -1H-^X 

^^v 5 ^ 2- [>3VP [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2 
- h y 7Mnx j> ^;7) - 2 - fc° y ^/f] y */t-7 - 1 H— < 

10 77^ 5; 1-4^1 lifViS^A,] T 5. y ] * -tf* - h N 

2- [ [ (r) -2- [ c [3-y^-4- (2, 2, 2 - h y 7^ 

y—jV-'l j3A*$~M T 5. y ] a^/V Th7t Fn tT7 7- 4 ->f 

15 " 2-y h^vo^A- 2- [yf-/^ [ [ (R) -2- [ [ [3-y^-4- 

(2, 2, 2- HJ - 2 - fc° y vW] y^/V] Tsjvy^^ 

■ /i?-^ k 

2- [ [ (R) - 2- [ [ [3-y^-4- (2, 2, 2 - h P 7/1/ 

20 toxf^) -2-t°y y^/v] */K7^~/7] -iH-^yx-f^' 

7— A— 1 — f/7] #/^~/l/] T^y] :rfyl/ Tir-r— K 

2- [>f 77 P n [ C (R) -2- [ [ [3-y^-4- (2, 2, 2 - !> 

ivoruz-y*;*/) ^fvi/j x/^7>f~/7] -iH-^yx 

-Y 5 W—)V- 1 -- f /7] #/l/7jw7] T$ y] J^A- Tirx- k 
25 :xfvu 2- Wy/nt> [ [ (R) -2- [ [ [3-^A—4- (2, 2, 

2- fy 7^P^b^rV) -2-t°yv ? ;l^] y^/K] */l/7>f~/l/] -1H- 

5 w—A'- 1 -^/u] r 5 y ] #-7^- k 

2- \X/9v^**s?V [ [ (R) -2- [ [ [3-y^-4- (2, 2, 2- 
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2- [v^n^vvU [ [ (R) — 2 — [ [ [3-7^-4- (2, 2, 2- 
XV 5 1 — %;V7$~;V) T % 7 ] 

2- [ [ [ (R) -2- [ [ [3-7^-4- (2, 2, 2 - 7 7M" P :x. 

h*is) 7^] ^/i^^/iT] -iH-^y7V^/-;i/ 

-l-'TA'] 7 5 7] 7i?7 i -K 

2- [ [ [2- [ [ [3-7^-4- (2, 2, 2- U h^rvO 
-2-t°y v 1 /!/] 7^] */K7.<~/l/| - 1 H-^i/XV 5 W—A'- 1 
/!/] 75 7] T^—Ys 

t e r t-X^ [2- [7^ [ [ (R) -2- [ [ [3-7fvV-4- 
(2, 2, 2- MJ -2-fc°Dv>^] 7^/k] 7/1/7^^ 

/H - 1 h— <>-xv 5 W—/v- 1 — f /w] #a^/i7| 757] - 3 - t°y 

^] 7^ k 

2- [7 5VU [ [ (R) -2- [ [ [3-^^-4- (2, 2, 

#A-jfc/l7] 75 7] ^^A- 7irx— K 
2- [ [2- (T'tf'A'ttU) x&AA [ [ (R) -2- [ [ [3-7^/1*— 

4- (2, 2, 2-hy77/^D^h^» 75vi/j ^a^^ 

-lH-^yX^^y-^-l — 757] ^fyv 

[ (2S) -1- [ [ (R) -2- [ [ [3-7^A—4- (2, 2, 2 - hy 
yjv$-uxi -2-t°y> ? /i/] 7^A-] XAsyj — /i/] -lH-^yX^ 

5^V-/w- 1 ->f/l^] #/i^~/l7] -2-t°n y v 5 ^] 7irx-k 
3:f7P [^f/H[(R)-2-[[[3-^f/V-4-(2, 2, 2-hy 
7;Vjru^Y*i/) -2-t°yv J /l/] 7^] 7,;V7j~;V] -lH-^i/XV 
5^V-A— 1 — f/u] #A-^/k] 7 5 7] 7i?T~K 
2- [ [ [5-7 [ C (4-7 h*i/-3, 5—^7^- 2 - fc° 
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y s?M y */K7 4 ~;v\ - 1 n-^yy^ $ ¥v*-?v- i-^ ;v\ tuv 

(t^M T^7] =r.=f-)V s<yy*^-L 
3- [yfvU [ [ (R) -2- [ [ [3-^/^-4- (2, 2, 2- h ]) 7 )V 
Urn h dp-s^) - 2 - t° U ^] y ^] */K7 - 1 H— ^y X-f * ¥ 

2- [y^/V [ [2- [ [ [3-^^-4- (2, 2, 2-M)7/^oxh 

10 rnfyv 2- [y^ C [2- [ [ [3-^^-4- (2, 2, 2- h y 

rf-p jc h ^y) - 2 - t° y v^] y ^] */K7 ^ =71-] - 1 H-^y XV ^ ? 

az^/p 2- [y^/U [ [ (S) -2- [ [ [3-y^Vk-4- (2, 2, 2- 

h y y/M-pai h ^v-) - 2 - t°y y ^vi/j 7/1/7^ — /y] - 1 H--<y 

az^/W 2- [ [ [5-y h^v--2- [ [ (4-y h^fv^-3, 5-v^y^l/ 

-2-t°y^/y) y^vt/j x/yTv^y] -3H--f [4, 5-b] t°y 

v?y- 3 — tVyl (y ^/k) T 5 y ] :x?yy K 

2- [ [ [5-y h^riX-2- [ [ (4-y h^y-3, 5-^y^-2-t° 

20 y vvw) y fvi/j ^y y -a-] - 3 H-y $ [ 4 , 5 - b ] try >>y- 3 

%/V?$=.jU-] (^f/l/) 7^;] xf;l/ Ti? ^_ K 

2- [ [ [5-y [ [ (4-y b^-y-3, 5-v 5 y^-2-t° 

y vvi") y f-/^] y ~>y] -3H-^^y [4, 5 - b ] t° y w- 3 

— <Vy] ^jvif^;v\ (y^^/u) r^y] T±T— K 

25 4- [y^Vl- [ [ (R) - 2- [ [ [3-y^-4- (2, 2, 2 - h ]) 7 ;V 

irxi^Y^i/) -2-t°yv J /x] y^vu] 7s)V7 4~)V\ -iH-^yx^^" 
y*-/u- 1-4 M tf/utfwy] r^y] X5vw T-fex-K 

4- [yfvV [ [ (R) -2 - [ [ [3-y^/l/-4- (2, 2, 2- 
h y f^y) - 2 —try y J-;V] ^;V7j~/V~\ - l <y 
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3- it^JVll (R) -2- [ [ [3-^^-4- (2, 2, 2- 
h U h ^-i/) - 2 - tf ]} ^ 9vl/J */U7 4 —As] - 1 <y 

XV ^ W—jV- 1 7 $ /] bf/u K 

3- [^f/l^ [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2 - hJJ 37yu 
$-u^b*ris) - 2 - fc° y vVkl */K7^~/l/] -lH-^y^V^' 

3- [^/W [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2- b ]} ~7 ;V 
itrxi^y^y) - 2 - tf y ^/l/J 7/k7^^^] -iH-^yx^^y 

-k 

5*n?vU 3- Itf-fr [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2 
- b y 7/Vit n ^ b ^ - 2 - 1° y * J-;V] 7,;vy 4 =-/W] - 1 H-^ 

i/XV ^ 1 jfr/l^-A-] 7 5; J ] 7°n/N°^- 1 , 2 -vV ^ 

2- [ [ [5-* b*f-2- [ [ (4-^ h^ri/-3, 5 - v^fyW- 2 - 1:° 

y v 5 ^) y ^] x/isy a - 3 h— - f 5 *v [ 4 , 5 - b ] t° y 3 
-V/i"] (^^-/H 75;/] 3:^/1^ 

2- I>5vl" [ [2- [ [ [3-^^-4- (2, 2, 2-YD7;Vjrvx-Y 
3rv0 -2-bfy^] ff-jv] x;v7j~;v] - 1 <^XV 5 ?V*—;v- 

2- Itf-As [ [ (R) -2- [ [ [3-^^-4- 
(2, 2, 2-M)7;l/tn^h^v') - 2 - fc? U v^] ^ fvu] ;W7^- 
/i/] - 1 <>-XV 5 1-4 jv] -Zijvi$~;v] 7 5 / ] a^/v # 

— b> 

3- ^ b^7Pk> 2- [ [ (R) -2- [ [ [3-^^-4- 
(2, 2, 2- by ^/l^P^bdf^) _ 2 - fc? y i?/l/J tf-sU] W7jzz 

— tJs^.' — b N 
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2- l*f-fV [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2-YV7)V 
•frv Y —2 -try vVKl / 7s>vy ^ =.;v] - i H-^yXJ $ ? 

K 

S-[2-[^f;l/[[ (R).-2- [ [ [3-^^-4- (2, 2, 2 - h 
!)7/^Pxf^) _ 2 -t°iJ^;i,] y^/i/j ^^^-^] -iH-<yX 

2- [2- O^A- [ [ (R) -2- [ [ [3-^^-4- (2, 2, 
2- h U f=3rv-) _ 2 -fc°y^;U] ;><fyl/] ^/i^^f ^/I/] - i h- 

^O-X-f 5 A- 1 — T/R] #/t^~/l/| T 5 /] ^ b 

^JV 2- \_*=?-}V [ [2- [ C (R) -2- [ [ [3-^^-4 

- (2, 2, 2- h!J7/^Pzch^v/) -2-^1]^] X/Uyj- 
)V\ - l H-- 5 ^V-A- 1 -4)V\ ij;vt^)V\ 75/] ^ h 

2- [ [ [5-y h^ri/-2- [ [ (4-t< h=3rv--3, 

- 2 - t° U *?M ^jV\ ?,)V74^}V\ -iH-<yxv ^V-^-i-f 
A] l3)Vif^;V\ (*^-;U) T^y] ai^/P #-tf^-K 

2- [ [ [5-^ h^r-^-2- [ [ (4-^ h^-v--3, 5 - 2 - fc° 

^A 2- [ [ [ (S) -5-^ [ [ (4-^ h^- 3, 5- 

fyV- 2 - fc° y v»A) /. =f-;V\ x;V7j^;V] - l <^X-f $ ^/-jV 
j];vi$~}V] (ff-ju) T^y] ^-f-;v #-t}^-K 
2- [ [ [2- [ [ [4- (3-y Y^y^ui^^y) _ 3 _^, v _ 
2 - y y fvU] *^;7 ^ -A] - 1 ^ l —y{ 

>V\ %}Vifs~;V\ (y^/P) T^y] ^f-/U X7-^-h s 
2- [ [ [2- [ [ [4- (3-^ h^v"7°P^^^) -3-^^- 2-t°y 
vvU] y ?Vl/] 7^)V7 4 -/l/] - 1 H— <>-XV $ ^V-A— 1 --f A] 
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(y^^M T^y] ^f-jV K 
2- C [ [5- (v^/Wfny h^v-) -2- [ C (3, h^rv--2- 
t° y vVV) y fv^] *JV7 4 - 1 H-^^XW 5 £V-7W- ij 

2- [y^A- [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2- h y 
^-nochdrv') -2-fc°yv J ;^] ^f/U] */^7^~/K] -lH-^yX^*^ 

9—jv-i-s(;v] aa^=-a^\ r^y] l -t^/VM^) py-A- 

2-[ [4- (7 5;*/*^) [ [ (R) -2- [ [ [3-^^ 

/k-4- (2, 2, 2- bp !7;M"n:x -2 — ¥})i?JU] ^^JV] 7,jV 

7^~/kl -1H-^M^/-/I/-1-^;I/] 75;]xf 

2- Wf-jV [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2 - h U 

y-/i/- i — r/^] */v^?=/v] 7^/] 3i ^yu i - y ^-/k- 4 - 1°-< y 
2-[ [4- (7^;«^) [ [2- [ [ [s-y^-4- 

(2, 2, 2-MJ7/Wtnxh3ry) -2-h°V y X/k7^f^ 

(_) -o^yU 2- [ [ [5-y h=¥V-2- [ [ (4-y h^r->- 3, 5- 

v>y tvi^- 2 - 1° y y 7s>vy 4 ~>v\ - 3 k-4 ^ *V [ 4 , 5 - 
b] t°y (y^) 7-;y]x^ #-/K^-b 

(+) 2- [ [ [5-y h^fv--2- [ [ (4-y h^rv— 3,5- 

v 5 y f-tv- 2 - 1° y y ^] -f =/uo -3H-^^y [4, 5 - 
b] fc°y 3— f/^^^^/H (yf-/^) 7^y]xf;w #-^-h 
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2- ItT-jU [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2- M)7;P 
xj-noi har-y) — 2 ~ t° y y^/y] ^)vy>(~)V\ -iH-^yxv ^" 
y*— /y-l-^/y] TJ/y^/y] T^y] rc^vy Tirx- K 
^fvy 2- Ofvv [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2- 
h U 7^tnx f df-f) - 2 - tT P v^y] y 9vl/] >f ~;y] -lH-^y 

5; yy—ju- 1 — #/yzjwy] r 5 /] k 

2 - [y ^ [ [ (R) - 2 - [ [ [ 3 4- (2, 2, 2 - M) yjv 
irv. 31 h ^ */) - 2 - tr y y ^/y] */k;7 >f ~/y] - 1 H— <yXs( * # 
y*— ;V-l-y(;V] jjjvi£=.j\,] T$/] ^fvy ff7t Knfc 0 ^^-4-^ 
/y afcfc'-K 

2- [y^/y [ [2- [ [ [3-^^-4- (2, 2, 2- h 0 V 
-2-fcTi;^] pt^yU] -1H-- <yX^^'y-;U- 

1 — f/l/j #/ytf;~/y] ^yyy 7h7t Knt°7y-4-^/l/ 7-7 — 

ai^/l/ 2- O^A- [ [2- [ [ [3-^^-4- (2, 2, 2-hy7/U 

^-p h dp-^) - 2 - fc° y y fyu] ^/u^ 4 - 1 h-^^xv 5 y 

v*-;v- 1-4 ;v~\ # ;vts=.fV\ 7 % y ] x.^jv 7? — - h N 
^/y 2- [ [ [5-y h*i/-2- [ [ (4-y 

yfyy] ^;l/7^^] -3H-^^Y [4, 5-b] b°y 
v^-3--lVKl #/y#^/y] (yyvy) 7^7] ^5vy 

2- [ [ [5-* h**y~2- [ [ (4-y hdrix-3, 5-v^^-2-f 

y v>,y) y fvy] */y;7 y ~/y] - 3 H-sf 5 C 4 , 5 - b ] t° y v 5 ^- 3 
-^/y] ^7/y/K^/y] (y9vy) r$y] ^?vy 7^^-^ 
2- [y^/y [ [2- [ [ [3-^^/y-4- (2, 2, 2-hy7/M-oxh 
dr-y) - 2 - fc° y v^y] y?yy] ^/y^^^/y] -iH-^yX/f^Vwi/- 
i--f/y] ^7/y^/y] r^y] ^?vy r-fex— K 

2- [ [ [5-y f^v--2- [ [ (4-y 5-^^/y 

- 2 - 1° y vvy) y fyy] */y7 y =/y] - 1 H-^yX^ 5 $°y*—/u- 1-4 
;y] (y^yy) r^y] ^,y #*-K 
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^7V 2- [ [ [ (S) -5-^ [ [ (4-> Y*is- 3, 5- 

9 J* f-iV- 2-h'V / =f-/v\ ^;vy 4 =/i/] - 1 * ?y*-/v 

~l-< ( As] jj jvt$~jv~\ (fj-zv) T%/~\ ^=f-;v K 

mfvV 2- [ [ [2- [ [ [4- (3-^ Y*is7u^*y) 

2 - t° ]) vvl/| * 7.;yy 4 =71/] - 1 H — <lsXs( $ ?V~->\<- 1-4 

jv\ % )V#=.)v~\ r^y] ft— 50?*— K joitN* 

2- [ [ [5- (v^/l^Pp* f^ri/) -2 - [ [ (3, f^ri/-2- 

fJJv^) ^f^] */K7.f=/i/] -1H— <^X-r ;is-l-4;v\ ft 

/l^=/!/] T^7] ^f-jv xjf-jv ft—^-h 0 

CftfcA) 

{b£t> (IV) tfcWOil^ fls^ifc (V) ^fctt-tOi&tSr^SO^ETs 
fc5V^4#TOET-t?J6^$*5r:i:^J:oT{b^«b (II) 

ntis-e^So (iv) <fbi^ (v) ^<bbxfi. ±i&fb£$ 
(ii) ©iftir^wift^^fe^s. fiiff, ($Rf£, it 

Hib*^^ y^^) , ($I;tf^ SBfetfe, hU7/^D 

=*/^lfe!& tv^II 77/i/«a ^nft* t^sfm* 





(IV) 
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*7Vi4i (iiil ^IkxfvK M^?VK ^^/i^) N ^n-7*Wb#Hb 

s Kg (M^tf, *MT^ h\ N, N-v^^/JnA-AX^ K % 
N,N-v^?v^7i? K#) N ^h>H Ti?h>\ ptf-^f- 

fb-a^ (iv) ^tzn^fD^i^M^hXs M2~ioo^ii, n 

■t. L < ft 5 ~ 5 0f^fifiT$)5 o 

fb^fe (V) *fc«-?r©4IO^fflfl:tt N fc^fe (IV) £7cte^©i& 1 ^-/H^ 
St LT N iiS 1 1 0 03; L < ft 1 3 ^e/PTfcSo 

^AC7)^(i s ji^"0°C~l 0 0°C, L< «2 0°C~8 0°C<D?«ijl|g 

^■feA^^^mt;^ (iv) x (v) tiittttibvm&zxmmtom 

S^SJt&ia^^t J: <9 iiS 1 #~ 9 6 H#fffl N ^t<fil^~72 H# 

^A©IitLT(t llil (09x.tf, ^-T-hy^A, 

;vr%y s t°y v 5 ^ jv^^y s y-ays?y, n, N-v^^r~y >\ n 

x^p;>tKpy§) fWb^So ^^£(D^ffiS^ (V) * 

fett-totti^e/W^L^ iiSo. Ol^-lO^/K L< 13 1 
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it&fo ( I V) &1t\tt<Dm*s #WB§6 1 - 5 0 9 7 8&&n. USP4, 

6 2 8, 09 8m^mm<D^mttc\t^tib\cm^tz^m^xy)mm^ri^ 0 
\\&m (v) t-tcnzvmts ^^©^xwiKrifs^faoT 

(VII): 

X 2 R 
II 2 :' I 
G-D 2 -C-D-W— NH (VII) 

^fffl^rtiautsr tms. fc5v^i N {b-^fe (v i i) $ 

-h$£r N V^-feT 1 ^^^ n^^VayX (SGntheti c Co 
mm unications) |17|, 1 8 8 71 (1 9 8 7^) ^IBf^T? 

6Z.kftX%% 0 i\&m (VII) Oi^i: LTtt, fljtfit «l£i£ 

itn^ mm, m&mm^ y >»#) , ^msm w%.fc mmm.s h 

^. "CV^ 5 Ift^^fj £ LTfi, (Mxl»\ »tf-fy <7A, /* 

^y^A, »;^7^> ^TK^hy^A^) N 3MiT$y (tfiRli, 
h y ^;VT $ >\ f y -7°n tT/VT 5 >\ h P -f^VT % > s vvU-v 5 

^f-/yT^y t°y v 5 ^) ##we>;h,3. 

(vii) -atcte^vm^ &fc / Mwftfex\tttiKmi*&-%mc£ 
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^*M7^; K#) ^ Si(VIII) : 
,-R 

H-D-W-N-R 4 (vili) 

5) vmbztizfc&yoii-itnzom.ks ^ (ix) : 

x 2 
ll 

G-D 2 -C-OH (ix) 

^-lE^-Mta^iwia-efes) -e^$tb^77/^v^tL<f±^-^it 
^tcn^titbofcmmmfc 4i7kt/> ^n^vfkti^) , hzwtz 

5 0 (VIII) ©i&^L-Tte, M£ff, (#l;Uf, ^IlJt, B 

mm., %it7kmmm.s v>-mm.m) , ^mmm. mm, mmm., m^/m-o 
m®m, =*^?m&, ^y^ymtK, y-^^mm., ^nt^yia t^ymm., 

h^\x Dj^&^vm&ix mmtzmm mm, mm^/K 

(X) : 

X 2 R 
IP I' I 
HO— C— W— N-R 4 (x) 

&m%-nmmtmmvfo%) xmt>^ti^^/^ymt.fz\t^^ymt> 

iK^i-5^i:^ < tt)#5^^^T-#5 0 -fb^ (x) (Dm.tLxit s mm, 
mmmm. mm, mm, mm, zi^mm, v ymmm) , ^mm. 
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T y^r^rm h (Dim, R XMjLfc f-^T 5 >\ h V ^ivt % y s \?s< 
5 t'n!) v^, ^ 2-y ^~)v^)vt ^ y s ^y^ivr ^ y N 

^ (VI I I) N * (X) *> N R 4 ^$Ji5^ItlX(i, ^ 
10 ^) \ t e r t -T'^/^^rv'^/^^/l/^ ^^/K^v^U- 

fls^fc (vi) *fc«^^^b^^#f riiaot, 
20 fcte*©:!£«r#5 5.. 
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yv N Eggfeft;-^, N-'Ma^VWS r% l-^np 

^/MJT^K »^^tert--7^;K *?TW 9 s#n{2. 2. 2];t 

^iJ^ffl*^ (VI) fcfcte^&l^/WcMLT, il^fO. 5^ 

<5 0 

mm tLxte, Mz-its 7ks T>v^-;vm mz.tt, y^y-/K 

30 . T% MS (Wfcffx */UAT5: Ks N, N-^f^*;W5 K30 N 

xffiv^ 0 R r^t4^Ej tts fls£4fc (vi) ffcf^oicfix, iift 

RJSiWttN 0°C~8 0°C, 0^U<fiO°C~3 0°C-Cfc6 o 

sjwrowu aft i #~ 6 ^kijis #~ 1 n#is-c*>*, 

25 ^B©j^*c*>5ft;^ (vi) *± N 09*.fi> fb^ti (iv) 
T<£5£ (XI) : 
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3 :#0|HS6 1-5 0 9 7 8t, TOBS54-14 1 7 8 3 

f\ #TO6 1 -2 20 7 9^ &W\¥l-6 2 7 0^ «F0Bflg6 3 - 1 4 6 8 
8 2-S§- 0 

fb£4fe (vi) ^irLTfi, ±m&to (ID ©Jfiil^Bto^^tf&tl,, 

Msi^t w*.t£s mm, mmm, m&mm, v wmm , g 
w%.fo mm&, hvy/^umm. =^*s4tt % ^w>^& N y 
ta&mls 7x2\?*^mLs ?^y*m, m^mm., %mm., mm, 

££1-*fc«>, (in *fctt-t©«[Sr^5>«!lfc#i-d\ fc5v>j*fb£ 
% (vi) ^^fi^©^^^bi-sr^^j;t)3te^^j^^b^ (i 
i) ^fcfi^MfsrtmSo 

Mz.lt, WO 9 6/0 2 5 3 5fcfBftofrjfe3E£/B^-Ct> «fcV\, 

WJmSAifcj ttTtt, 7*$ftfc3fe5^fcfb£* C«jU* (+) - 
•^xa^ (-) -vyr/* (+) -ig^gt (-) -m^m, (+) - 
I — y ^^=f-;vy 5; (-) -l-y^^^T?:^ i/i/=i-^^ (-) _ 
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So 

0#^s ENANT I O-OVM (h~yH±§£) Sfctt^tMiiCHLR. 

imifffi^) % ^mm w*.t£, ^f-^ ^^/-/k 

tfbftSo Mill ^^7^77^0^ CP-Chi r a s i 1- 

DeX CB (i?-^;uy-4±yx$tm) ^(D^yMy&Z&ftLXftM-tZ 

Wt; (lR-^K) -2- (^n^f^) 3) 3 _ ^ y ^ ^ /Wf ^ 

[2. 2. 1] ^^^^^-It^r/^^^^/WNy^ K^#W 

*7t, TIS-« (ill) : 
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N N= 




OCH 2 CF 3 




(HI) 



Mi: tT^rf b^^o 
±IB5£ (III) fclfcv^ Df«^m^Xtt^^Sr, Qteffi*«3r^LT 

^cT/V^/H, C 2 . 6 T/^^/^S> C 2 . 6 T/^^/^ Cj. 8 ^p7/^ 

/K rc^/K n-7°ntVK V7u fcVK n-^fvK -fV7Y/K sec-:/ 

7°PtVK n-^^K ^y^rvVK 1 , 1 - v>y f-fV/f-;^ 2,2-^y 
fvl^5vK 3 , 3 - v>y ?vK/?vK 3 , 3 - fvl^n fc°/K 2 -^jv? 

±13 rc 2 _ 6 7VHr~/l^J it^*^«^^©^m^2~6(D7 



WO 2004/080439 



67 



PCT/JP2004/003075 



y^^x— /K 1 -y^K/P'^/K n— ^f-fe^/K y 

■^dr-fe -/K i , l TvV^t^K 2, 2 - v>y f-^^^/K 3 , 3 - v 5 

y fvl^x-zK 3 , 3 - v>y fyl^/n^-zK 2 -^/WfT^Jl^tfimf b 

±ta. rc 2 . 6 r/^^v£j i£^^fett^^©^m2 -6(7)7- 

y^Pt^/P (2-7"n^l/) , n-^f-cvK -YV^=/K sec-7^~ 
/K tert-^^/K n-^^—zK << y-^f-^/K ZK 1 - 

y 5v!/7°p fc^/i^ n — ~^>~yV N y*^f=/K i ; l -^y ^-/py^ - 
;K 2, 2-v^?vK7^vK 3, 3-^yfvK/^~/K 3,3—^5^/ 

£L<, tf»"et>^f-=/K l-7nfc°-/K 2-y°P fc o ^/W>$03;L,v\ 

0^b<tt^«6~i4^«^b7Kms ( rc 6 _ l4 ry-^sj ) -cfc^ s 

$j;U3\ 7x^/K T^hP/K 7xt7MJ/K 7tt7fi/=/i/ 

/n p y ^TfflHft $ flX V «fc V > C ! . 6 T/V3vi/g N C ! . 6 $ ft 
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zk^S, l~5^|©/Nn^-eg^$ttTV^Tt)«tV^T^drv'S % C,. 12 77 

±ia rc^eT^^Sj , rc 2 _ 6 T/w^/^j ssit* rc 2 _ 6 r/^^ 

Sj te> H&SftTVvrrfcJ:^ g&&00!l£LT«:, (i)C 6 . u 7y-;H, 
(ii)7K^lv (iii^n^V, (iv)>^n^Tg$&£;h/CVvrfc .tV^C^T/i^ 

(vii) Ti//VT ^1, (viii) C^, T/^/i/g-Trgl^tiTV^^ «fc l^T § / £ 
ftZ&mtfbfa *T'Mi)Mvii)tfS#£L.V\ ittMfj:l~5R 0$ 

±15 rc 3 . 8 ^n7;^;Hj *5«fctf l"c 6 _ 14 T V f± N g&SixT 

VvCfc<k<, Wi&M<DMt LTtt s (i)C 6 . 14 7!)-/H, (ii)7KStSs (iii)^ 
u?fy s (iv)/^^<7 $ ^T*gm$nTV^Tt>J:V^C 1 . 6 T/^=I=3ri/^ (v)C 7 _ 12 7 
^^jUtti/^ (vi) C^s T^n^^-^/^-zH, (vii) An ^ yfM 
SftTV^fc £V^C l _ e T/l'^l'3£, (viii) C 1 _ 6 T/l'^/l'gTg&£;ftTl^Tfc 

j;^T$y^ifW(f ^ 4>T^(i)~(vii)^w*uv\ &g&£tf>&te.i 

* (I I I) t*5WCQte N .(i)C 6 . 14 7y-/H, (ii)TK^S, (iii)^n^ 
>\ (iv)AD<7 1 VTgm^^TV^^ctV^C 1 . 6 7'^='^v / S N (v)C r . 12 77^ 
^/i/^v-S, (vi)C l _ B T/l'3^V-*;^=/H£*3j;0t(vii)T^T5yS 
/0>b&5f¥«fc t)^ftbSg^SSrWbTV^Tt>J:V\ C 1 . 6 7;^;H, c 2 . G 7 
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(i)C 6 . 14 7!)-^S, (ii)zkgfe^ (iii)^n<7*>\ (iv)^P sf^XWMZfrlX 
^XiiX^C^T^^ym, (v)C 7 . 12 T7/^/^^r->S > (viJC^T^ 
3 ^ % £ (vi i) /n n ^"Cgifc $ ^l/TV'T h «t V > C L . 6 T^^r 

(1) (i)C 6 . H T!)-;H, (ii)TkSMI, (iii)^n^V, (i v ) 1 ~ 5ffi<D^ 
vffyXW&ZtlX^Tk J^C^TVI^^v^ (v) C 7 . 12 77/^/M^^ 
Sfc J; IK (vi) C 1 _ 5 7;vn b J: «9 gff *i5 1 — 5 -fill 

©ffit^&^LWTkJ^c^r^/^ (2) (i)/Np^y N (n) 

10 l~5mo^n?yXW$:&frlX^Xh£.^C 1 _ 6 Tsl>>3cSl'm, (iii) C c _ 14 T y 
(iv)zK^^ (v) l~5^B©/^^^ r i/•TfflBft$^^TV^Tt>J;v^c 1 . 6 7'/^ 

^^v-Ss (vi) C 7 . 12 T7/^/V^V£*3j;t>*(vii) C,.^/^^^-*/^ 
£> 6 SI £ >9 iififft 5 1 ~ 5 {H^g^S ^ L X V ^ T % «fc V > C 6 . 1 4 7 0 

15 (i)C 6 . M 7!J-;H, (iii)/>ny>\ (iv)^u^VTgm£tb 

T^TkJ^C^TV^:^^ (v)C TMI 77/^^Vi, (viJC,.,! 
/U=t*i/-%su$~;um&£X$ (vii) T^T5/^b^5PJ:i9^m5 

(i)C 6 . H 7!)^i, (ii)*Sfe£* (iii)^n^V s (iv)/Nn^>-?g|&£nT 
20 ^TkcfcV^.eTVl^dri/S, (v)C 7 . 12 77M/^v'i, (viJC,.^^ 

3 ^ v— # /l/aj? ^y^£*3 J; t>* (vii) o ^ytfi $ flX I t> «fc I ^ C L _ 6 T/l^ 

ft^t/ (111) «^^©@ltes^«^s^7ttt«^:s^i:^iiai^i 
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it&m (iii) <Dmmm.mm.kLx Twv&m mtux -r 
~Tm<z>«w?as, tfc^ti (iii) (D^mmmmtLxix &mx 

fvUT^i', MJ^7vl'7S>\ k^7^ h°py^y N t°-<y 2 _ y 
x-yi/xf^T $ ^Vv^7 5 >\ 3^9/ —)VT 5 V % v 5 ^ 7 — /WT $ 

<b£# (iii) ©if«atft fli&ff, ($i;tte\ ^ifete, 

mi£> *fl^K*ifeift, u ^it^) , ot§s£*& (Mx.^ nmt^ h y ^/m- 

*&ffi<Dft&m (III) fcbTtt, UCV>S 0 & r 7 K»jj t 

i. o*fb4fe N i. 5 7Kfp#/, 2. OyJcfMfcas#su\, 

*»WOft^ft (III) iUTft 7ir^^oJ;t>^^^®tt^h^^ 
£4±©^^^^rH®|ll (e. e. ) ©t©WtL<> «fc9#£L<f*9 
5fc: 
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(IH)lt &A^i©^jfefcJ:i9jSi3ftT#, #12 0 02 

- 1 8 7 8 9 0^ WO 0 2/3 0 9 20^|B^O^^fc«r^b^D 
fc*ifefcJ;9*3ft**L«. **5, *¥^*flaMto (III) tt, 

5^7°^/^Mu^7ttt»l^^r-r5^J^^{f £>ti<5«, r©i 5 &flb«ti 
/^PPI^ (I I) .tut d J d T^ti5^aK7s'W^5 

%l m%%7bmm^M^±^m^^m^\ J mmtLxm-f^fi^> 0 
ornxmu mm^(D£ot£2 wRommmm* 2 msk±mfcx haw 



WO 2004/080439 



72 



PCT/JP2004/003075 



jsu *<D±\mnoffi&a-^j ^?tctf%ffiLtcm& dot, temnzx 

k^fe^T^ifSgfiJ (#$L<fi;fr:/ir/uflJ) \c~tz>zk\z£y) s *1tti± 

tit, y;«tt#y-7-atit 7Kt^-r5r«tfci^#^^^ 

^/^tt#y^-i L-Tfi> 25°C^jo(t^ 5 %7MS«©ite^S*?I3000mPa • 

^S4ooooo-ioooooooms<^^y -r-tf-mm* u\ r Co «t 5 ^^vwr^t-: 

^(Dkote^mf&mtfV^-bLX^ K (PEO, Mi 

ffPolyox WSR-303 ^47000000, Polyox WSR Coagulant #^fi5000000 s 
Polyox WSR 301 #^44000000, Polyox WSR N-60K ^*2000000 N Polyox WSR 
205 ^*600000 ; Dow Oiemicalftjg) N t Kd^v'/p tV^f 
* (HPMC N Metlose 90SH10000, Metlose 90SH50000 S Met lose 90SH30000 N itM 
it¥iW)U) x %J\'i$*i/*J-;V±;Vx2--X (CMC-Na, Sanlose F-1000MC) N t 

(HPC % Mx-fcfHPC-H, 0 C&fc) 38!) , fc Kn* 
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i/xf;vt/i/p-^ (hec) , ^/u^^fc*— Ht^yn- 

(R)103 % 104, 105, mytfflM(mm;$-y$?t°-/U 943 s Goodrich^), *h 
HPMC, HPC S CMC-Na, A/U^i/V-A^V ^^ftg&p/i^j&fetfy^^k L 

5 fe— JKS; ( i ) -?^£;fr§-<^xv 5 ^ p p i ft^/n 5/ ^ 

% ^/^f^ii|ft©PP I (£ t> fc>tt±!B—jR5£ (II) 

(iii) x*mt>£ti6fc&®^<Dft¥m®im tr£*ctz98ffli±,.&.ft 
±mHB& (id xmfrztizj s yy-^m^mn, m 

^t^w^x^^^i^m^m^fi^oxnmm^hX} , mmmnmt t 

T^rffi-efcSo #3&8J!©fls£fo (i) 4fcf±*©iM©pp Hb^fef± N 

(Zollinger-Ellison) Wgm, AxiH^Sr^^^V^ W A5(M[ 

J^^JE (Symptomatic Gastroeso p Hageal Reflux Disease (Symptomatic GERD) ) s 
NUD (Non Ulcer Dyspepsia) N ffjg ("f ^ — P 4 $rV- 1 (Dfe&fr&f&fc 
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ffi^o^fejttf^m, ■ fpyii, 

©^M^J<bo^^f £ lv\ r^y 3;^^ • y jgttfcflti £ LTte, 

(0fl*tf, ^7!)7Dv^7y|) fc&GMILTJB^SaWfiU^ 
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^©J^©*Sr<S»T?t 5 <DT\ 1 5 m g 7°±/l>%m 4 5 7°± 

/Hc s tf:3 0mg r/-fe/Hffl« 3 5 f^M^fl^:Mm\\:-t 

^y/rZ-ZW^W^i^i 3 0mg N 4 0mg*5«fctf6 
Omg ^1-6^77°^^^ Ztl^tl, 3fM5t*yt;K 2^3g4 

£ y>yy°y y-sislatzttyyyyy V*-;VRW-* 6 0 m g 

£iJiLT, J$A (6 0 kg) tdtfU &nttfcS!-£1-<5»£\ GtotftfrkLX® 
0. 5~1 5 0 Omg/H, »*U<H3Kl5~l 5 0mg/BT'fc5 o 

yyj $ ^y-/^^fc«-r ^ ^^-/^^-a-^^rwifi, 1 0 i mttii 2 

~3mzfttfX&$-LXh^\ 



WO 2004/080439 



PCT/JP2004/003075 



76 

5 MMM 

Yu-Zrlz-fu^jV^iVu— 7 (HPC-L) , Gg®) tKa^n^ 
10 ^f-;vt;vn- * N #D ^vy^rj 3— /V6000 N SMb^yi: LTM^ »+Hg 

1 H-NMRIt Varian Gemini-2 0 O^fcfiMe r c u r y 
-3 0 O&JBVvCiiJfcU CDC 1 3 N DMSO-d 6 N CD 3 ODSr^fflEi: L 
15 TJB l\ fWI^t" yfr hO^r^ %/V*s7 Y 8 (ppra) &7j^ L 

s : l/V^f^v h 
d : ^Vy h 
20 t : b i; ^Vy r 

q : -frjVy- y h 
m : h 
br : -fu- K 

bs : ^n- Kv-^^Vy h 
25 bm : "f P — K"V/^7° l> y h 

J : *&££Sfc 

#%&f£#J 1 

2-fc Kn^i/xf;!/ (^^/V) fc/W^^t e r t -^/V 
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h 3 c j> t T 

3 CH 3 0 



•N 



OH 



2- (^W^y) x^;^ (3 0. 04 g) i:Si^M9 0mL) 
<Dfe&yo\Zfc$iTs —fflSki?- t e r t-y^/U (8 7. 3 0 g) k^Sk^jV 

ciomL) ©a^srjSTLfc. mMx°2%fT$mw'&, ui±mmLtc 0 mmm 

'kfftSP&JV (1 5 OmL) \^mmU 7k (1 O OmL) x*m$&s B^WSSt^ 
^v">A-e^bfc 0 iJElil, Wm\&® (6 6. 19 g) SrilfettJK^ 

1 H-NMR (CDC 1 3 ) : 1. 47 (9H, s), 2. 92 (3H, s) , 
3. 40 (2H, t, J = 5. 1Hz) , 3. 7 2-3. 8 0 (2H, m) . 

2- (^W^/) T-fex-hit^ 



2- (^W^/) 3^9 J— }V (1. 5 0g) tmm^^ (2 OmL) CO 
SS^flfe^Jk^Ts Z^lfe^- t e r t --ff-jV (4. 3 7 g) £»lL7c 0 
T> 1. 5^raj*#^ N JS7ki^6(2. 0 8mL) N (1. 7 8mL) , 

4-^f;I/75y t°y ^ (0. 12g) Srglfln Lfc„ ^T2B#r«m£, 
KfSifcfcRSb^/l' ( 5 0 m L) £ N 7X (5 OmL) s 5 % ^ a: y ifcfcigifc 
(5 OmL) \ fi^l^lfcjc (5 OmL) Ti$fc$-Lfc 0 l«-7^>>r)Atij$ 
«EEjjH6bfe„ aM#3^4Nmb7j<*-g«^^/^g (2 OmL) 

^m-e2 0fr^t#t7^ o v 5 ^^;^— tjv (iomL) srafebpbT^ wttst 

Ti^gft&ag&Lfco iteTftjfcU JfUfb^t/ (2. 9 3 g ) ^S^ia^i 

LT#7t 0 

1 H-NMR (DMSO-d 6 ) : 2. 0 7 ( 3 H, s) , 2. 5 3 (3H, 
25 s), 3. 12-3. 17 (2H, m) , 4. 24-4. 30 (2H, m) , 9. 




0 



HCI 
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2 9 (2H, b r) . 



3 




##£*j£#J 1 -C#e>ftfc 2 - k Kn dp-^at^/U ^yi/) $ ^gj£ t e r 

t-^f-ZV (1. 7 5g) (15mL) O^tH- h !J ^/KT ^ 

y (1. 67mL) L7C^ S MJ^WtWnp K(l. 35mL) 

tmm^f-fr (5mL) ©ft^SbSr^TLfco ^i&T 2 R^flfctf^ t°yiSy 
(1. 6 2mL) £ffl*C&#!i#i Lfc, ^iSV^IM^^ (5 0m 

L) £flH;t, 7K (5'0mL) , 5%^^^tK^ (5 0mL) , mw&t&K 
(5 0mL) T«}fU »«^^^l>A-T:«tL/t c ftBEjftffiftL 
4 N^bTk^-Sfflftai^/l^g^ ( 1 0 m L) Lfc p SiST 2 B#F4ftf «K 

v^tVI^-tvI' (lOmL) £»LT, tfrfflLTV^@#&$«I&Lfc 0 MJE 
Tffc&U tlUffcl^ (1. 6 5g) LT#7c D 
1 H-NMR (DMSO-d 6 ) : 1. 18 (9H, s) , 2. 5 6 ( 3 H, 
s) , 3. 17 (2H, t, J = 10. 5Hz) , 4. 2 2-4. 2 8 (2H, 
m) , 9. 19 (2H, b r) . 



##^J$$J 1 Tlt£>ti/e: 2 - k Kn ^zc^/v ^/i/) ygg t e r 

t- 1 /^ (1. 7 5g) fcSH&^A' (2 0mL) (DU^'M^Wi/ ( 0 . 
9 7mL) % 4-^^7^1:1^ (fttftft) SrSaiPLfcflU ^p-^ 
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(0. 65mL) % >^ P^i^#/Mt\=:A^ n ]) K (0. 58mL) £ 
«IU ^t?«WI#Lfc„ (5 0mL) fcJn*., tK (5 

OmL) % 5%^^>^tRSM (5 0mL) N g&fp&lfofc (5 OmL) T»U 

^« ( 1 OmL) *WtiU Ltc 0 gi&T 2 NPBB8H^ % S*x?vi^— tvP ( I 
OmL) £»LT, flfftLTV^M^MLfco $EET&*feL N Wm\&m 
(1. 8 8g) &&feBfti:LT#fc. 

1 H-NMR (DMSO-d 6 ):1. 10-1. 45(5 H, m), 1.5 4 
-1. 73 (3H, m), 1. 83-1. 93 (2H, m) , 2. 29-2. 4 

2 (1H, m) , 2. 54 ( 3 H, s) , 3. 12-3. 18 (2H, m) , 4. 
2 3-4. 2 9 (2H, m) , 9. 23 (2H, br) . 

##^#ij5 

2- (^W^/) 
0 



2- Grf^vlv */) x^;^( 30 . 04 g) ^|xf/i, (9 OmL) 

(Dm^m^mTs -m^- t e r t-y^/u (8 7. 3 0 g ) tmm^/u 

(1 OmL) OS^IriTLfc, ^T*1B#TO^ S ^fb-^yV 6 1. 
8gK k°y^i/ (3 8. 8mL) 3>*#T»JLfc 0 ilflffiW, 13 

i*^*Lfc 0 sflc^^gfe^^ do omL) x«m&u mmtm^m^t> 

^ s 7K (10 OmL) , tm&Mfr (10 OmL) Ti»L7t 0 fcfcflfcgfe^^ 

^j±mnLfc 0 nm^mm.^-^ doomD ^wl. 

4 NHfb7K^-^^^^^ (2 0 OmL) ^P^ N IIBf3 0^I#Lfi 0 
i/^;V^-T-;\, (10 OmL) ®^^«Lfe 0 gtS^^vU (10 

OmL) -C2H]»L/cf£ N 2$J±T6 0°CT^L S WMi\&m (5 7. 4 g) 
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1 H-NMR (DMSO-d 6 ) : 2. 6 2 (3H, s) , 3. 3 2 (2H, 

m), 4. 53 (2H, t, J = 9. 9Hz), 7. 51-7. 57 (2H, 

m) , 7. 68 (1H, m) , 8. 11 (2H, d, J = 7. 8Hz), 9. 2 
6 (2H, b s) . 

6 



1 ftfc 2 - fc Rp ^ 5vl") ^ t e r 

t-y^/U (1. 7 5g) £f^:r?yl/ (lOmL) <Dm&Vdfr4-t b^v-< 
^Wo!JK(l. 8 8 8), trP^ (0. 9 7mL) £»Lfc 0 ilf 
14WmWt'&, K(0. 70g) s fiJv^ (0. 

9 7mL) SriiiPU ^fiTfl^rajt^Lfc. ®»^SM^/l- (8 0mL) 
fcJnfc. 7K (20mL) N fifPi^ift**^-hJJt>A7K«« (20mL) N tK (2 
OmL) Ti5fc?£U M7R«^^v/!7i»-e^Mtfc 0 

(lomL) tmmu iNm&m-mwt^/mwi (iomu & 

»JLfc 0 ^-ClB#r«#^s (2 0rnL) &»ILT N .#f 

fflLTV^@ft£i&©US:„ g^ggoi^ (1 5mL) T* 2 mg^bfc^ ^cJ±T 
6 0°CT|i;MU JIM^I^ (l. 9 9g) SrB6@tt£:UO»fc„ 
1 H-NMR (DMSO-d 6 ) : 2. 62 (3H, s) , 3. 32 (2H, 
m) , 4. 48 ( 2 H, t , • J = 5 . 0 H z ) , 7. 07 (2H, d, J = 8 . 
7Hz) , 8. 06 (2H, d, J = 8. 7Hz) , 9. 04 (2H, bs) . 




2- {tf-fVTKS) x-f-iV 



WO 2004/080439 



PCT/JP2004/003075 



81 




0 



CI 



HCI 



t-y^ (1. 7 5 g) fcg^^^/l/ (lOmL) ©S^|:3-^nn/<y 
^WoUKd, 9 2gK k'y^y (O. 9 7mL) &»Lfc D ififl 
«ti^> 6 0 °C"C 6 B#|ffi»# Lfc, KJfc&fcffl^^ (8 OmL) *M 
7K (2 OmL) s I^P^TK^hP 1>AtK« (2 OmL) s ?K (2 OmL) 
Tgfe#-L N ^7K«^^^>>A-e^Lfc 0 3ftBEftiffi$ N »S«frfc4N«tfb7K 
^-ifflfeai^/HSStt (lOmL) £«Lfc D MT?2 2R$M»#gU S^tfvU 
^-tv^ (15mL) ^IJBLT, tfffcH LTl^ SflsSrjgffit Lfc„ ^ac^ 

(1 5mL) t2@^lfc^ J$J±T6 0°CTW#L N flU-fbl^ (2.0 1 
g) £6£III$^LT#fc 0 

1 H-NMR (DMSO-d 6 ) : 2. 63 (3H, s) , 3. 32 (2H, 
m) , 4. 53 (2H, t, J =4. 9Hz), 7. 60 (1H, t, J = 8. 
OHz) , 7. 78 (1H, d, J = 8. OHz) , 8. 05 (1H, d, J = 
8. OHz), 8. 15 (1H, s), 9. 07 ( 2 H, bs). 

2- (*^jvt%;) 3, 4-^7/^n^yy , x- hi&itif 



#%£-J$M 1 "t*#bftfc 2 - 1 Kn^i/xf/i/ 9vl/) #71//** ^ t e r 
t-:/^ (1. 7 5g) fcBgfcnfvl/ (lOmL) <D]g&yo\Z.3, 
tn^WBjKd. 77g) N t°y^>(0. 97mL) £»]L/c 0 
SHf3 0fam (8 OmL) ^U;^ tK (2 OmL) N 

f&frl^zK^ h V PAM&tii (20mL) % tK (20mL) Tgfe^L, ffl&Mife 
25 &^*V?A-e&*&Lfc 0 Mi±mi«, a^^4Nmb7Km-M^f-;^ 
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m (lOmD %muLtc 0 iiatMHWt, m&mmLtc 0 nmm%mm 

^f-jV (1 5mL) T*mfr'&s mj±T6 OTCT'^iU ffiJBfc£4fe (2. 0 5 
g) &&6@#£LT#fc. 

1 H-NMR (DMSO-d 6 ) : 2. 6 2 (3H, s) , 3. 3 2 (2H, 
m) , 4. 5 3 (2H, t, J = 5. OHz) , 7. 64 (1H, m) ,8. 0 
0 ( 1 H, m) , 8 . 2 5 (1H, m) , 9 . 2 5 ( 2 H, b s ) . 

9 



t -T/fyl- (1 . 3 0 g) ^gf-fginfvu (i OmL) ©^W-4- h D 
P^^y/WnUKd. 83gK fc° Ui^/ (0. 72mL) 

ltc 0 6 o°ct2 5mmmwLtc 0 &mmmm^^ (eomu fc^*, * 
(3 omL) \ m^mmm-rbv^^mm (?omD , ?k (2 0mD t 

-SSfe^^/l^Sjft ( 1 OmL) Ltc 0 t^T' 14. 5 

II Lfc 0 *mk^^ ( 1 5 m L ) T* 2 Eifcfr LfcfL ^BET 6 0 °Ct:1& 

IU *IHfcl» (1. 8 3g) LT#fc 0 

1 H-NMR (DMSO-d 6 ) : 2. 6 3 (3H, s) , 3. 3 1 (2H, 

m) , 4. 54 (2H, t, J = 4. 9Hz), 7. 55 (2H, d, J = 8. 

5Hz) , 8. 24 (2H, d, J = 8. 5Hz) , 9. 02 (2H, bs) . 

1 0 

2- (^^T^/) x-fjv 4-7;vjrv<>y*^—y&M. 
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H 



0 



HCI 




F 



1 Xi^bfltc 2 - t Kn^i/xf;u ^yu) 5; t e r 

■t-^fyW (1. 75g) i»ftxf/v (lOmL) Oj|^*llK4-7;l't.n'< 
y/Wn!JK(l. 7 4gK fcTPi?^ (0. 9 7mL) £«Jb7c Q £i&T- 
6. 5l$IKI»#Lfc, SJS^M^^ (8 0mL) SrJp^. N tK (3 OmL) , 

mmj%mfrm-th})VJ±7kmm oomu N * (somu % tm&mfr (3 

OmL) M7K«^^^>!7AT«L7t 0 3£EEj&BigL »gft^4 

N^b7K^-i^I^^^ (lOmL) SrSfellPL/t. 1ST 1 P^ffltfc Wik, #? 
ffiLTV^SftSrifcEtLfc,, gfc&jcfvi, (1 5mL) "C 2 Lfc& % MJ±T 

6 0t-efaSU SIW&B^ (1. 8 9g) SrSfe@#:i:LT#7c 0 
1 H-NMR (DMSO-d 6 ) : 2. 6 2 (3H, s) , 3. 3 2 (2H, 
m) , 4. 52 (2H, t, J = 4. 9Hz), 7. 34-7. 44 (2H, 
m) , 8. 16-8. 24 ( 2 H, m) , 9. 18 (2H, bs). 

1 1 . 

2- (tf-iVT^S) 3, 4, 5-hV * h^y-O-V*^- hmm 



t-^/U (1. 75g) ig^cyvt/ (l OmL) ©^^^3, 4, 5-h 
20 y^K^^nyK(2. 54g) > try^(0. 97mL) £»l 

Lfc 0 6 0 °C-C 1 4 H#PaW#^ 3, 4, 5 - MM h ^ v^^/V /l/^ n ]) K 
(1. 3 0gk t°Vi?y (0. 9 7mL),i|xf;l/(10mL) SraUnU 
6 0°CT2 4B#r«#tfc o Rj6»Sr«3gL, (5 OmL) % 
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7k (3 0mL) &r»Ut 0 ^f/l-l^lNti (3 0mL) N 7K 

(3 0mD ^ $mm (i i) ?mm (30mD N ?k (3 omD s .m&&m. 
?K (3 omD -e»u mfrmt^y^isz&x'tmLtc. mmmm^ ms 

m) TftMLfc 0 mmm^4Nmt7km-mm^7umm aomu &«il 

ffiLfc. «Sft«rit»^^WclKB$^: N @#Sr$lft&Lfc 0 g»n?vu (15m 
L) T»Lfcf^, «EETft«IU tlMfb^ (1. 7 9g) *&&mfct LT 

1 H-NMR (DMSO-d 6 ) : 2. 61 (3H, s) , 3. 28-3. 35 
(2H, m) , 3. 74(3 H, s) , 3. 8 7 (6H, s) , 4. 48-4. 
54 (2H, m) , 7. 40 (2H, s) , 9. 43 (2H, br) . 

1 2 

2- (yw^y) ^^-/k 2-\i'y^%;v^i/]/^Y-mmM. 



1 TltbtWc 2 - 1 Kn^r^xf^ ^/w^ ^ t e r 

t-^/U (1. 7 5g) N 2-t°]J ^#4^=71^ p ]) Fmm& (2. 6 7 

g) N trp5^>- (i. 2imD W4-^w^/t°yi?y (0. 122 

g) ©7f7tKn77Vit (10 OmL) fc N 7»Tx h U xf/t// ^ y 
(2. 0 9mD SrifTU 6 mmMW Ltz a (2 0 OmL) 

zmmm^fr asomu -ettmifc, ^ji^5%«^ (id ^ 

$ (10 OmD s 7K (10 OmL) XtH&fbAifcJc (10 OmL) T'Jl|I&»- 

M7kflmi-hv?j*v&mi, mj±^Ltz 0 mw^mm^^u (50m 

D N (10 OmL) t»#U 4 N^biK*-g^Sfe^/l^$ (1 

5mL) ^Pi, ^TlR^f»L^ 0 #rtt}LTV^ L N m^f- 

)V (10 OmD T2HI^Lfc^ ^T6 OW^U mMfc&W (1. 
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0 8 g) %&&mfok LT#7c 0 

1 H-NMR (DMSO-d 6 ) : 2. 62 (3H, t, J = 5. 4Hz), 3. 
3 5 (2H, m) , 4. 6 3 (2H, t, J = 5. 0Hz) , 5. 26 (1H, 
bs) , 7. 7 7-7. 8 4 (1H, m) , 8. 14-8. 18 (1H, m) , 
8. 3 6-8. 4 0 (1H, m) , 8. 7 0-8. 9 0 (1H, m) , 9. 4 8 

(2H, b r) . 

2- (J^/lsT^y) =.=5-)V ^b^r^T-fex-h 



#%^J&M 1 T*# btltc 2 - fc K n ^v^fvl" ^) # jw* * xg£ t e r 
t-^/l/ (1. 7 5g) if^^A- (lOmL) ©Ji^ftfc^ h^v-Tirf- 
/^py K(l. 2 0g), trP^ (0. 9 7mL) Lfc Q ig^T3l« 

mm^s B.mm\mm^7v (7 0mD ^px. n * (2o m u , g^n^* 

^M^tR^ (2 0mL) N ?K (2 0mL) Ti5fci£U ^7K«^^v' 
^AT^LfCo ^i£Mfis agti^lt^fy!- (5mL) «$PU 4Nfi 

f^x^-iM^^/^t (lomD sr»Lfce m^immmw^ mmm 

^ttfco a^^Tk (6 0mL) bV^;V^*-=r)V (3 OmL) £AP;i N » 
f-^ (4 OmL) "e2|HtttfcJLfc 0 B^^^SS:il7KfiSS&^^^!> Atffi 

^ UBmmu mm\&vo a. oo g ) ^ifei^iLtit 

1 H-NMR (CDC 1 3 ) :2. 40 (1H, bs), 3. 06 (3H, s) , 
3. 44 (3H, s) , 3. 57 (2H, t, J = 5. 1Hz) , 3. 75-3. 
8 2 (2H, m) , 4. 13 (2H, s) . 




■■%&m\i 4 
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0 




0 



A 



##&£09 1 X'&btltc 2 - 1 Kn ^S/aifyl/ (y ^Fyl/) #,W* 5: ^» t e r 
t-^f-jV (1. 7 5g) £ff^x^/> (2 0mL) ©I^Wcfy^y (0. 
9 7mL) \ try ^ («*) £»JLfc#; 

^Ml. 2 5mL)£MTWt, ^M^«S#Lfc^ fj^o^/l- (5 0m 
L) SrJnxL, 7K (5 0mL) s S%9 ±^Wti$m (5 0mL) N m\lffi& 
(5 0mL) "Cgfc^U &zkffi&^*S'!>^?£j&L;fc. ^ffitHm, 
(z:4N^7Rm-^^/^^ (lOmL) £«Jbfc 0 ^T'2B#r«^m 
^J^;V^- 1 r;V (lOmL) LT, #ftH LWSS^MiLfc,, M)± 

T««IU tlMfcl^ (1. 6 6g) %&&mfcbLxnti 0 
1 H-NMR (DMSO-d 6 ) : 1. 2 3 (3H, t, J = 7. 1H z) p 2. 
54 (3H, s) , 3. 16-3. 22 (2H, m) , 4. 15 (2H, q, J 
-7. 1Hz) , 4. 3 2-4. 3 7 (2H, m) , 9. 25 (2H, br) . 

##-a^M 1 5 

-ry^pfcT/u 2- (y^r^y) h&ifeifi 
Q CK. 



1 T?#6>*Lyt 2 - t Kn^xf^ (y ^71") #/W^ $ t e r 
t-r/^VV (3. 5 0g) fcfHfeai^vi, (2 0mL) ^I^H-^Ts ^np 
^y^n^(l. 35g) % k°yiy^ (l. 94mL) 4rSStolLfc 0 *&Tx 
3. 5B|f« s ^no»y/o^ (1. 84g) fcigflPU &ifiT2. 

5B#p H m^ufc 0 Emtmmm^^ (nomD s^p*., * (soed , 
mm±m& (somu -c^u ^7kw^y^^^A-c^#L^ 0 ummm 

wmmw&s $fWiLx^z>mfc&M.WLti 0 mst^-f-/^ dsmD xm^Ltc 
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MJET6 0°CT^U ffiBftfttt (1. 3 8g) «rBfiHfri:LT#fc, 
1 H-NMR (DMSO-d 6 ) :1. 25 (6H, d, J = 6. 2Hz), 2. 
56 (3H, s) , 3. 20 (2H, t, J = 5. 1Hz) , 4. 32 (2H, 
t, J = 5. 1Hz) , 4. 80 (1H, m) , 8. 95 (2H, bs). 

&n&im 1 6 



t-r/fyU (1. 7 5g) <tH^n^ (2 0mL) fcTJJ (0. 

97mD- N 4-v^^7$/ try v?^ (tt&ft) Sr^PLfe^ ^PnMf 
^Ml. 5 7mL)^lTUc 0 M"e2B*WUl#^ % fc°U^(0. 6 5 
mL) , ^nn^^ (1. 2 8mL) ^iiJUbfc iIt'5PW|, 
7K^Ts (0. 8 1mL) SriUPU ^l^on^y^ (l. 

4 3mL) <Dmm^/^mm (5mL) £^o< «TLfc 0 ^^2P#PM# 
^ N f^^/l. (5 0mL) SrAB^ N 7 Jc (5 OmL) N 5 %^^>^ft*?gEjR (5 
OmL) N fiS^lAjfi* (5 OmL) Tgfc^U MTWmy?* &X*imLtz 0 
^JE«MJ^ aW^^4N^fb7K^-^^^^ (lOmL) £?»L7c 0 
^i&T- 2 R#|f8&#^ ^^-/i/^x/^ (lOmL) £»LT, #ftfj LTV^3 
@$Sr«tL7c 0 «B=TftjftU WMfc&m (1. 9 9g) Sr6fe@^^LT# 

1 H-NMR (DMSO-d 6 ) :2. 55 (3H, s) , 3. 21 (2H, t, 
J = 5. 1Hz) , 4. 37 (2H, t, J = 5. 1Hz) , 5. 18 (2H, 
s) , 7. 3 0-7. 5 0 (5H, m) , 9. 07 (2H, br) . 




HCI 



m^mn 1 7 
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0 f^D 

A 0 JU 



^IfetT^ (HJ^Dn^f^) (2. 97g) ©7h7tKn77>ii (4 
OmL) KSkftTx fc°JJv>> (2. 4 3mL) ©7b7t Kp77^ (10 
mL) SrjRTtfe. tR^T, 10«|, r Kp 1^7^-4-^ 

(1. 9 1 g) ©7f7t FD77« (20mL) £^o< «TLfc 0 g 

iaT?2i$iwjf#^ a±iiu mimmm^fr (somu (so™ 

L) &JU&fc 0 g^lfe^^JgSr^t, 0. 2N« (2 OmL) , ISfP^yK 
(5 OmL) T-ife^ il7K?»^^^l7AT^Lfe 0 ^EEMIILT, 
nMrf7tKat°7y-4-^ (1. 5 3 g) «r#fc 0 t^MllTll 
bfrfc2-t Kn^F-^oc^ (^TV^) ^/W^^t e r t-^f^jV (l. 4 
Og) £x h7t KD77^ (2 OmL) ©Jft^fctTJJ^ (0. 7 8mL) 
Lfcff s ±IB-C#e>tbfc^ p P^T 1 h 7 t Kn t°7 4 ->f JV ( l . 
5 3 g) ©7f7t KD7 7^i (1 OmL) ^ITU ^T'^$dt# L7c 0 
KJ^£«JEE*|g&, 7K (5 OmL) SrJq^ tf&x<?A, (5 OmL) TttJUL 
fc 0 5%^m^7K^ (5 OmL) % IfifUAitoJc (5 OmL) Ti»L, fck 
»^^v-!7A-e^LfCo $JBE»fi^ Sfft^!;*^7A^a-7h 
^77^- (^ai^/U: ^dff-^=4 : i s ^T3 : 2 "Cgfttt) TflfiKLfc,, 

(2. 0 3g) £^9vl^e-7vi, (2mL) fc$$?L N 4 
NiSMb**-g|s|kz.fyl<^ (5mL) £»Lfc„ Silf3 0^ft#^ v> 
^^vi^-tvI' (10mL) £»LT, *££8l#Ufc„ #t ffi LTV^ 

MEET^LT, ffijgfc£& (1. 2 0g) SreWiLttfc. 
1 H-NMR (DMSO-d 6 ) : 1. 50-1. 65 (2 H, m), 1.87 
-1. 98 (2H, m) , 2. 54 (3H, s) , 3. 20 (2H, m) , 3. 
4 0-3. 50 (2H, m), 3. 74-3. 83 (2H, m) , 4. 36 (2 
H, t, J = 5. 1Hz) , 4. 7 2-4. 8 3 (1H, m) , 9. 3 2 (2H, 
b r) . 
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■%&mm 1 8 



HCI 




t-y^;v (l. 7 5g) (2 0mL) ©M^^k^v?^ (l. 

6 2mL) £»lLfc& N ^on^|2-^ Y^ls^f-jV (2. 7 7g) 

(5mL) ^o<«TU £i&T*S#aH*Lfc„ 
flg& * (5 0mL) ^Px. N lilxf/i, (5 0mL) Lfz 0 5%?^y 

m7kWm (5 0mL) N t&ffcfc&rk (5 0mL) T»U ^7«^r^>£ 
AT^Lfc 0 Millie a^tl^^^I^-x/l- (2mL) 4 

NmtTkm-mm^f-^mm (5mu sr»tfc 0 ifif3o^r»#f, 

^^vi^-TVi' (lOmL) £»LT, *££«#Lfc 0 flfffi LTV>S 
StU «EETft«ILT, »^ (1. 5 6g) &&£@fls£:LT#fc, 
1 H-NMR (DMSO-d 6 ) : 2. 5 4 (3H, s) , 3. 19 ( 2 H, 
m) , 3. 2 6 (3H, s) , 3. 5 2-3. 5 7 (2H, m) , 4. 2 0-4. 
25 (2H, m) , 4. 3 3-4. 3 9 (2H, m) , 9. 26 (2H, br) 

&%&1&M 1 9 

20 xf-jU (2-fc Kn^fS/3i^) #;W^ y|tert -"ff-A^ 



2- (xW^y) ^fi/-* (8. 9 1g) fc|»x?vt, (lOOmL) 
©S^teakftlN -^^-t e r t-^JV (2 1. 8 g) £8§J&DLfc 0 g 
fiT3 0fWi, ia?P^^7k (lOOmL) tWU Wiv^^r)^ 




CH 3 0 
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T«**bfc„ mmmmL, m&<t&& (19. o g ) *m&mmki,xmc 0 

1 H-NMR (CDC 1 3 ) : 1. 11 (3H, t, J = 7. OHz) , 1. 4 
7 (9H, s) , 3. 27 (2H, q, J = 7. OHz) , 3. 37 (2H, t, 
J = 5. 2Hz) , 3. 73 (2H, q, J = 5. 2Hz) . 

##^M2 0 

2- (j^/I/T'S/) T-fc? 1 - h*fclfet£ 



(2-t Kn^v^xf-^) ^;w^ e 
r t-T/fvP (1. 8 9g) btiftk^JV (2 0mL) (Om&MzMMfcm. ( 1 . 
04mLh trU^ (0. 8 9mL) , 4 - ^ ?vUT ^ J fc° y (0. 0 

6 l g) SrSamUfc. «Lt?3l$nG»#fc x SSK^/u (5 OmL) fcJn*., zk 

(5 OmL) , 5%?^m&m& (50mL) s fiffcfcifcjc (50mL) ??fc 

-mm^f-A^m domD mux* immune mm^^ a 

OmL) x *?zc*f-jV3^-*r}[, (2 OmL) lr©DlT s $T ffi LTVSH-jfcSrit® 

L/c 0 iJtfffil^ tIM<h^t/ (1. 5 4g) LT#fc„ 

1 H-NMR (DMSO-d 6 ) : 1. 22 (3H, t, J = 7. 3Hz), 2. 

07 (3H, s) , 2. 95 (2H, q, J = 7. 3Hz), 3. 15 (2H, 
t, J = 5. 3Hz) , 4. 24-4. 3 0 (2H, m) , 9. 17 ( 2 H, b 
r) . 




0 



##^J2 1 

2-t KndriX^/l^ Wy/nfc» */W^*^gfet e r t --Jf-jV 
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OH 



2- tfy''7u\*A'7% y) x.*;— ;V (1 0. Og) COTYyMY.tiyyy 
Mm (3 OmL) \Z S -&mi?- t e r t -r/Tvl' (2 2. 2 g) ^jpx., 

tii^jfiflfc. «£^M§3iL7c|£ s aMi^zk do OmL) ^nx., 

mm^Jls (2 0 OmL) TtttBLfCo fcl&ft^fcjfck (l OOm 

(2 1. 2 1 g) £M£$I»<t LT#7t 0 
1 H-NMR (CDC 1 3 ) : 1. 12 (6H, d, J = 6. 6Hz) , 3. 3 
0 (2H, t, J = 5. OHz) , 3. 71 (2H, t, J = 5. OHz) , 3. 
8 0-4.3 0 (1H, m) . 

2- Myyp&uT^s) x&jv 7±7—vmm. 



@£ t e r t -^f-ZV ( 5 . 0 g ) h7t Kn77 USSR ( 1 5 m L) £ h° J? 
v>>- (6. OmL) iHzk^H (2. 7 9mL) ^xMUX* 1 8 R^jf#L/c 0 
K^&fcftHfcltLfcflU a®t»^7k (5 OmL) £j5nx., g^^/V (10 0 
mL) TttWtTto »^^1^5%^^V^7k^ (5 OmL) N 

tk (5 omD -e^Mi, m7mmi-Y))i?j±T»&mu mmmmLfz 0 n^ti 
1 4 g ) %m&mfck Ltufc, 

1 H-NMR (DMSO-d 6 ) : 1. 25 (6H, d, J = 6. 6 Hz), 2. 




0 
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08 (3H, s) , 3. 10-3. 40 (3H, m) , 4. 2 9 (2H, t, J 
= 6. 0Hz) , 9.11 ( 2 H, br.) . 

m&J&W 2 3 • 



2 1 T*# b ft 7c 2 - fc K n *r S^^vi, ^Vfn \f;V) jj JW* * V 
Itert --f^V (5. 0 g) Ofl>7t Kn77>tf (1 5mL) 
v>>- (6. OmL) ^on^|if;l/ (2. 8 lmL) £: Jn 1 8 H$ffl 
m#bfc 0 KlSttSr«EEaMBLfc|fe^ 0»^tK (5 OmL) ^Pt, gfflfe^f- 

^ (10 OmL) TtttHlt S^SI^/l'SSr5%^J:^7K^ (5 OmL) s 
iffiltfi* (5 OmL) X-mms iMtb^AT«U «EE«S8L-fc„ 
# b ntzM&mm%% 4 N^bTkm-M^^f-/^^ ( 1 0 m L ) fc&fl? U WL 

uxi^mm¥^tz 0 mftLtimfozmmu WtS£T$mtz>zkx\ mmit& 

m (3. 3 4g) Sr&fegfcfcL-C&fc, . 

1 H-NMR (DMSO- d 6 ) : 1. 2 0-1. 30 (9H, m) , 3. 10 
-3. 40 (3H, m) , 4. 17 (2H, q, J = 7. 4 Hz) , 4. 37 
(2H, t, J = 5. 6Hz) , 9. 13 (2H, br) . 

&%&m\ 2 4 

*/# n^drv-/!/ ( 2 - t Kn df-S/ctfyl/) 5; ygj t e r t -^fvl/ 




0 




Cti 0 



2- (^D^/i/T^y) — ^ (i4. 3g) <d^?s— jvm®. 
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(2 OOmL) ^ Z.$m*?-t e r t -y^/l" (2 1. 8 g) ^lTLfc„ £ 

m.t*2umtmts mj±.mmLtc 0 mmm*mk^^ (2oomD ^j?t s 

7K ( 1 0 OmL) WiafP^Tk (lOOmL) T^^s Wfaffl&f- h V $ 1± 

ifflil, (2 4. 2g) ^MM!feitTffc 0 

1 H-NMR (CDC 1 3 ) : 1. .2 6-1. 39 (4H, m) , 1. 47 (9 
H, s) , 1. 61-1. 81 (6H, m) , 3. 3 0-3. 40 (2H, m) , 
3. 69 (2H, t, J = 5. 4Hz) , 3. 6 6-3. 9 0 (2H, br) . 

&%&&M2 5 

2- (^p^W5;) A^vw Tirx-h^^ 



ym t e r t -^JV (2. 43g) ©ff7tKn77 (5 OmL) 

tK^Ts try^V (1. 05mL) x MtK^ (1. 23mL) W4-^f 

^7?y t°y (o. i22 g ) iiati 2mmwvti 0 Ej&mz. 

jV (1 0 OmL) fe^^fc^ h U !>A7Xf« (10 0m 

L) , 5%mmm (II) 7K« (lOOmL) &t«8fn&ifi2k (10 OmL) 

;i/ (i5mD fctgasu iNm&m-mm^^w-Wi dsmu 

fc 0 gift"? 3 B^SS*^ (2 OmL) Srfltl*.* $Fff±i L 
X^Zffifc&mfcrZZ.bfrk*), MM4k&M (1. 78g) &6fe@fti:LT 
#7t 0 

1 H-NMR (DMSO-d 6 ) : 1. 05-2. 03 (1 0 H, m) , 2. 0 

7 (3H, s), 2. 90-3. 10 (1H, m) , 3. 17 (2H, t, J = 

5. 2Hz), 4. 29 (2H, t, J = 5. 2Hz), 9. 19 (2H, b 
r) . 
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^&f$M 2 6 




HCI 

^ter t-^fvV (2. 4 3 g) ©7h5t Kn77^ (50mL) £ 
MST, WW (1. 4 5mL) N ^nn^|xf;v (i. 7 1mL) £t>*4 

-^w$yt o y^y (o. i22 g ) srjbn*., i£t'i5strwLfc 0 

£J»^H^7VP (lOOmL) ^riPx., fi&fd^SbK5Pf^- h U t?&itft®fc (1 

0 0 m L) , 5 °Mmm (II) TK^S (lOOmL) , 7k ( 1 0 0 m L) RTF 

ffin-kg*. (loomD xi\wmmks MTkmmj-hV *-M?ia&u fcteE* 

« (15mL) £»Lfc 0 ^M"? 3 8^88^ y 7°P fcV^-x/l^ 
(2 0mL) SrAn^L ^WLTV^5H^^-f5ri:^J:i9 N SgBfts-^Hfe < 2 - 

1 2 g) LT#fc 0 

1 H-NMR (DMSO-d 6 ) : 1. 01-2. 08 (10 H, m) , 1. 2 
3 (3H, t, J = 7. OHz) , 2. 9 0-3. 10 ( 1 H, m) , 3. 2 1 
(2H, t, J = 5. 2Hz) , 4. 16 (2H, q, J = 7. OHz) , 4. 
39 (2H, t, J = 5. 2Hz) , 9. 27 (2H, br) . 



##«2 7 




2-7=l)yx^y-;I/ (l 3 7 g) ©rh7t Kn7y« (7 0 Om 
L) K7mTVt°Vi?y (9 7. lmL) N &*gfc@& (113. 2mL) £^4 

try (12. 2 2 g ) ^nt, M*e2 on#p H w#Lfc 0 
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95 

Rm-mmm^-^ a u tk a u n mumm^mi- hv 

m (iL) \ 5%mmm an 7mm (id Rxf$m-km<i cid t« 

»f^s ^7XW^by fcfcES*Lfc 0 #^tt/ca»«^ 

^ (7 0 omD $§&fc*kttT\ 4Nmt7Km-mm=^^umm (250m 

5 L) #f ft b7ciI#:^«i-§ r £ \Z X <9 v tlJUffcl^ ( 1 5 6 g ) . & £ 

1 H-NMR (CD 3 OD) :2. 11 (3H, s), 3. 71-3. 76 (2 
H, m) , 4. 3 2-4. 3 7 (2H, m) , 7. 4 9-7. 6 4 (5H, m) . 



10 ##-£j«2 8 

tert-7^ 12- itJ-^T^/) -2-M 0 3i/;V] 




[2- U^/UT^S) -3-t°y-^] ^/^l/(2g:WO 01/3 
2 6 5 2 \ZMWl(D^feX^m ©7l^7tKn77 ( 5 0 m L) ^~^g| 

v?-tert-7*f;M3. 4 8 g) &TJ«4 - 5vl"T ^ y t°y (0 . 1 

8 g ) immwMLtio %j&m\z7k (30mD zmz., mm^^ 

(5 0mL) t?ttffiU #&tl^M^|^P^^7X (5 0mL) Ti»iL M 

(1. 5 1g) LT#7c 0 
1 H-NMR (CDC 1 3 ) : 1. 4 9 (9H, s). , 3. 0 2 (3H, d, J 
= 4. 8Hz), 4. 99 (2H, s), 5. 00 (1H, bs), 6. 55 
(1H, dd, J = 7. 0, 5. OHz) , 7. 37 (1H, dd, J = 7. 0, 
25 1. 8Hz) , 8. 16 (1H, dd, J = 5. 0, 1. 8Hz) . 
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m^&j&m 2 9 



2- U^sur^S) -<^;v r-t^-h 




[2- (^^7 5/) 7^^] *$J—;\> (1. 37g:WO 01/3 



2 6 5 2 fciam^&T'l^t) OTf7tKn77^i (5 OmL) fctTlJ^ 
^ (1. 0 5mL) N Wtfgmt (1. 2 3mL) W4-^W^/t 0 y^ 

> (o. i8 g ) &mx*mmm\sit 0 aoomu & 

m*., mt^f-fr (loomD T*ttWLfc 0 #®m*5%mmm an 7« 

?£ (5 0mL) % ma&kWtfcmi- h V $ J*MfefflL (5 0mL) , l&fP&grK (5 
OmL) Till«^s ^7jc^-7-hy !)AT«U $$££$BE©£ Lfc„ #• 

■^ff-^=l : 5, jfcvvri : VWM~t % k £ *) s ffl&fc&fo 

(0. 3 8g) *efilfl£iLT#fc. 

1 H-NMR (CDC 1 3 ) : 2. 08 (3H, s) , 2. 87 (3H, s) , 

4. 40 (1H, br) , 5. 08 (2H, s) , 6. 64-6. 74 (2H, 
m) , 7. 17-7. 32(2 H, m). 

##£»J3 0 



2, 2' -4 J<-)\, (2. 1 0 g) tmm^/U (2 OmL) ©Jl 

^'m^mTs ~mkv- 1 e r t (4. 3 7 g ) s^uto 

1. 50#r«#^, 07X1^(2. 0 8mL) N (1. 7 8mL) s 4- 

^W^/^Uv'y (0. 12g) £»Lfc 0 £&T2l#ffiS&#& N J£j£ 




0 



0 



20 



HCI 
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mmWt^^ (5 0mL) £rJn*. N tK (5 0mL) s 5 % * :£ VBbfcS&K (5 
OmL) N f&fP^7K (5 OmL) Ti»Lfc 0 &*J»iK^i'* A"T?80fe&, 
M£E«bfc 0 a^^4N^fb7K^-@^^^^ (2 OmL) $rj&n*. N g 
ffl"C2l$|l08H^Lfco S**fvl*x~7vl' (lOmL) »IT, iTtHLT^S 
@^«:*5tLfc 0 lETffiU (6. 1 8 g) &&fe@#£:LT# 

1 H-NMR (DMSO-d 6 ) : 2. 0 7 (6H, s) , 3. 2 3 (4H, t, 
J = 5. 3 Hz) f 4. 27-4. 33 (4H, m) , 9. 40 (2H, br). 



(S) -2-t°P U^/^^y-^ (1. Olg) ^||zf^ (10m 

l) <Dm&m\z.7my, -mmv-t e r t-y^ (2. 1 s g ) sra&jqut. 
*/^t, immmwm, mxmta. 04mu, (0. 8 9mu , 

4 - ^/ur $ y k" y ^ ( 0 . 0 6 1 g ) bfco a-e 1 0#p«#@l 

%.fiM\zMm=^^ (5 OmL) 7X (5 OmL) s 5%?^mfcffl& 

( 5 0 m L ) N ma&&& ( 5 0 m L ) Lfc 0 $t7K«i£^ ^ *>$J» T*W, 

mt, ummm^fc 0 ^»»c4N^biK*-gffii^^/i«0f domD &m 

XL, l?K'lffiff#lfc 0 SfcnfvUoc— ^ (lOmL) Ir^JPLT, JfffflL 
T^5@ft&atEiUh 0 ^JETf^L, ffimi\&® (1. 6 8g) 

1 H-NMR (DMSO-d 6 ) : 1. 56-2. 10 (4H, m) , 2.06 
(3H,.s) , 3. 05-3. 2 4 (2H, m) , 3. 63-3. 68 (lH, 
m) , 4. 15 (1H, dd, J = ll. 8, 8. 1Hz), 4. 26 (lH, 
dd, J = ll. 8, 4. 1Hz) , 9. 21 (1H, br), 9. 87 (1H, 
b r ) . 



(S) -2-t°n y v^/i^fy^ T±"r-VmmM. 
0 




HCI 
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3 2 



3- (^w^;) -fn\H)v ^yy^-hmm. 



o 




N 
H 



HCI 



3-7^-1-^^7-^ (0. 7 5g) ir^^/U (2. 2 5mL) 
OS^^TfC^^ Zj&Bfc^-t e r t-^f-JV (2. 1 8 g) ©g^^A^S 
m ( 0 . 2 5 m L) £r»3 Lfc D ifiT 2 1.5 H# *M A 

(1. 3 OmL) s fDv 5 ^ (0. 9 8mL) N 4 - ^vUT $ / tf JJ v>> (0. 

0 1 2 g ) Lfc„ 5 B#P H W#f£, aS?$«l£^A (32. 5 m 
L) SrJP*., 7k (1 2. 5mL) N tfrfP^zk (1 2. 5mL) Ti5fc$-L7C 0 $K 

7? K (2 0mL) fcmmU BVfctf-tV (5mL) t'^APL/t, 7«Ts 6 
0%7km^hy^A (o. 4g) Sr»bfc e MT3B$raj*#8L Ri^«r 
7l^Lfc^bT>'^^^A7j<^ (6 0mL) fc&l^o ^xf;|/x-fA' (8 
OmL) T'iWU l&ffck&zK (3 0mL) Ti^Lfc,, ^7KM^^tv^A 

31^/1^ : ^f-^= 2:1, flfc^TM^^vK g^TTi? h> : gf&:x?vu= 
1:9) TUtSSU 3- [ (t e r (t^/U) 7^ 

/] 7*n^V -^^/zc-f (2. 5 2g) LT#fc 0 4Ntfk 

7xm-«^/^^ (lomD srjp^ ^T?i^m#t/t 0 wmmm, 

nm^^m^^ (lOmL) &^LTffiffiLTV^5@#&»&L;/S:„ 

(1 OmL) «BET*a*U aBBA^I* (1. 7 3 g) 

1 H-NMR (DMSO-d 6 ) : 2. 0 2-2. 16 (2H, m) , 2. 5 6 
(3H, s) , 3. 05 (2H, t, J = 7. 3Hz) , 4. 35 (2H, t, 

J = 6. 1Hz), 7. 51 (2H, m) , 7. 65-7. 73 (1H, m) , 
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8. 01 (2H, d, J = 7. 2Hz) , 8. 95 (2H, br) . 

&n&jm 3 3 

. - h 



2- (^W^y) (lOOg) ©ftifeai^/W&K (1 0 0 0m 

L) \Z.\fDi» (2 2 2mL) ?K^Ts ^PP^|xf^ (2 4 0m 

L) &2H|fflj&»ttT»TLfc 0 iTHTt, 1 8R#F«#Lfc 0 

7X (3 0 0mL) ^Px. N iix^i|r^||Ufct s lNli (2 0 0mL) 
£f&?fcfe&zk (2 0 0mL) T^tfc 0 ^tR»^ h U A« t /tft M 

jEitftut, mm®%%mmmirz>^i:\z.&*) , mmi^m (iso g ) 

9 5 - 1 0 0°C (J±^J : 0. 1-0. 2mmHg) ©ife^iUHfc 0 

1 H-NMR (CDC 1 3 ) : 1. 20-1. 40 (6H, m) , 2. 97 (3 

H, s) , 3. 5 0-3. 6 0 (2H, m) , 4. 0 5-4. 3 5 (6H, m) , 

##^M3 4 

2- [ (^nn^7/i/#^/^) (^5vl/) T^y] ifvU 

Y 



3 3 T*#3t 2 - [ (^ h dp i/jjA'rf-A') (^ ?vU) T 5 J ] if 
;U- if/V (I5 0g) ©7thiMJ;« (l 5 0 0mL) 

mv€ftyy (2 0 0mL) SrJbqfc, 4 0 RBSgjjK Lfc. K^&i&EjflMtL 
B^^7k (5 0 0mL) -7K (7 0 0 g) -|||if;l/ (3 0 0mL) 



0 




0 
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OmL) £Jq;t N (5 0 OmL) Tjftlii Lfc 0 ^m^^M^m^ 

Mlk (3 0 OmL) N mamm^m^-h V (3 0 OmL) s «3^if 

zK (30 omL) Tiiii«^L, fm<Mm-ThvtJ*-?imLit& > mj±mmL 
tc 0 mmmttmrnm-tz ^ t t> , timt^ ( 7 7 g ) m& 100-1 

0 5°C (J±^ : O. 1-0. 2mmHg) <Dm&^fih LT#fc 0 

1 H-NMR (CDC 1 3 ) : 1. 33 (3 H, t, J = 7. 2Hz), 3. 1 

2 (3HxO. 4, s) , 3. 22 (3HxO. 6, s) , 3. 68 (2HxO. 
6, t, J = 4, 8Hz) , 3. 78 (2HxO. 4, t, J = 4. 8Hz) , 
4. 23 (2H, q, J = 7. 2Hz), 4. 30-4. 40 (2H, m) . 

3 5 



4-75;^;-/M3. 5 7g) fcfflEfejc^vl/ OmL) Oil^fcfcft 
T> -J^v?- t e r X-rf*J-tV (8. 7 3 g) £ gM^/l- (lmL) 

OOmL) fcl*#U zK (5 OmL) N lNtt (4 OmL) , ?k (3 OmL) % 
g&fafeE* (3 OmL) ^7KW^^->!7A-e»L7t 0 
U tlM-fb-a-ti (7. 5 4g) LT#fc 0 

1 H-NMR (CDC 1 3 ) : 1. 44 (9H, s), 1. 47-1. 61 (4 
H, m) , 3. 0 7-3. 2 2 (2H, m) , 3. 6 1-3. 7 6 (2H, m) , 
4. 6 2 (1 H, b s) . 




■n&tfm 3 6 

4- [ (t'e r t—7h*?*sjijiVi$=.)V) 7 5 /] ^/V- Tir^— h 
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H 

N 



0 



0 

A. 



^ (3. 8 3g) hWfc^fr (2 0mL) (D^¥o\Z (l. 8 0m 

mm^sis (i oomD *mtl, tk (5 0mD N mmimm cs omu N 

* (3 0mL) „ iafP^zk (3 0mL) Tifc$£U MzKM"^^^ 17 ATSE 

•mLtc 0 mj±mmu mmtt&m (4. 5 5 g ) &m&mtmtL,x%it a 

1 H-NMR (CD C 1 3 ) : 1. 44 (9H, s) , 1. 5 1-1. 69 (4 
H, m) , 2. 0 5 (3H, s) , 3. 15 (2H, m) , 4. 0 7 (2H, t, 
J = 6.5Hz),4.55(lH, bs). 

4 

&n&&m 3 7 

4- (^W^/) T±T—h&m&. 



##^$$1 3 6 T#£>;ft7c 4- [ (tert-7> df^/M?^) 7$/] 
Tirx-h (4. 5 0g) ia^f/l/ (4. 8 5mL) 05N, N- 
^^f;^M7^ K?gj£ (2 0mL) fcfcJfrT* 7K^*7- h V !7A (6 0%| 
t£, 0. 9 4g) SriSUnLfco £»T*4l$|flHJl#& x SlJ3RS:*-^bT^= 
!7A7K^te&AL7tf£, v?^/^~x/l/ (12 0mL) "Cttffl U 
^-7vHp£$&?fcfeJSzK (3 0mL) Ti5fe#-U ^^BH^*^ ATtl t 

^*tf-^=l : 9-e^ffl) TitiS[Uh 0 li»^4N^7Km-^^^« 
(2 0mL) SrflP;^ SSL"C 2 Bf Lfc 0 ^f-j^^fjv (4 0mL) & 
iJDLt, ^BLTV^|Sf££«£L7c 0 «BETftj*U IRS<b^» (2. 2 8 
25 g) *fi61flstLT#fc, 




0 
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1 H-NMR (DMSO-d 6 ) : 1. 5 8 — 1. 70 (4H, m) , 2. 01 
(3H, s) , 2. 50 (3H, s) , 2. 8 2-2. 9 0 (2H, m) , 4. 
00 (2H, t, J = 6..0Hz) , 8. 90 (2H, br) . 

##^M3 8 

4- [ (t e r t-^h^rv-^/Ufc/U) ^f-jV ^=f-)V #-2^ 



##^M3 5T'# £>ttfc4-fc KP^v-^/K*7/W^>^t e r t 
/V ( 3 . 7 1 g ) fcfflSfccT'/l' ( 2 0 m L) ©*I"B*^7k^T\ t^v^y ( 1 . 
7 1 m L) % ^ n Pjfcifcc^yW 2 . 5 5 g ) Lfcfl, SJft"C 2 4 f$fffijfc# 

Lfc 0 S^te^II^^ (lOOmL) Srfln*., 7k (5 0mL) , 

(3 0mL) , 7k (3 0mL) s S&ffc&Sfcfc (3 0mL) "ci»U i7KHi 

•7^^^^^ mmmmu mmi\&® (4. 9 2 g ) ^m^^ 

1 H-NMR (CDC 1 3 ) : 1. 3 1 (3H, t, J = 7. 1Hz) , 1. .4 
4 (9H, s) , 1. 4 6-1. 8 0 (4H, m) , 3. 15 (2H, m) , 4. 
11-4. 25 (4H, m) , 4. 54 (1H, bs) . 

##M^J3 9 



3 8 4 - [ ( t e r ^rv^/WJwU) T $ / ] 

-ff-jV U-M^—Y (4. 9 0g) iaWf/I/ (4. 6 7mL) 

ON, N-^WM7 5Kii (2 0mL) ^K&Tn TK^b^ h U 17 -A 




CH 3 0 




0 
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(6o%itt, o. 9o g ) zmiLfto &m.x*6ti?mmw&, Rj&m&*-& 

^T^-^AtKM^&AL/c^ V^^-y-jV (12 OmL) tiBJU 
i?^jUa^>— T;Vm*mU'kWk (3 0mL) T'^U ^7K«^ ^ i/ $ A 

fvujgjft (2 0mL) %%7L S SfflTf 2 l$flflit& Lfc„ S*xfyUoi— tvU (4 0 

(2. 8 6 g ) ^&»at#t 

1 H-NMR (DMSO-d 6 ) : 1. 2 1 (3H, t, J = 7. 1Hz) , 1. 
51-1. 73 (4H, m) , 2. 50 (3H, s) , 2. 8 2-2. 9 4 (2 
H, m) , 4. 0 5-4. 15 (4H, m) , 8. 8 8 (2H, br) . 

3-fc Yw* 9 S-fWns'to)V*% % y&L \ e r t-^/U 



%-T%;~?xi;<J—)V (7. 5 1g) tWm^As (3 OmL) <om&1fo\Z. 
2fC&T\ t e r t-r/fyl' (2 1. 8 g) bffl&^fr (3mL) (D 

(2 0 OmL) ^^?U 7K (8 OmL) N 1 N*M (6 OmL) N 7X (5 0m 
L) % We&d&fo (5 OmL) -egfe^ s ««^hy ?ATi«L7c 0 i$J± 
IIU HH^lM^ (16. Olg) ^i«fetLTffc 0 
1 H-NMR (CDC 1 3 ) : 1. 4 5 (9H, s) , 1.62-1. 70 (2 
H, m) , 3. 24 (2H, q, J=6. 6Hz), 3. 66 (2H, q, J = 
5. 1Hz) , 4. 73 (1H, bs) . 




H 
N 



CH 3 0 



##^$$|4 1 

3- [ (te r t—-fY*c*yb)Vi£—)\') T%J} ^n\f;v T±"r— h 
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3 CH 3 0 0 

##^J4 0 r^btlfz 3 - 1 Kn dri/7°n kVl^/l^ $ t e r t -~? 
(8. OOg) tWm^Jl' (5 0mL) O^t^C t° y v 5 ^ (4.. 0 6m 

l) % m*mst(5. i3g)&ffiunhit& s m.uT*2iBmmwLtz 0 &j&mz- 

SKfe^i^ (2 0 0mL) »^ 7k (lOOmL) N »#frk|« (4 0m 
L) N zK (6 0mL) , fi&fP£4tok (60mL) "C»U ^M^y^A 

-eft&Lfto mmmmu wm&m (8. 3 4 g ) ^i^ittit 

1 H-NMR (CDC 1 3 ) : 1. 44 ( 9 H, s), 1. 77-1. 86 (2 
H, m) , 2. 06 (3H, s) , 3. 20 (2H, q, J = 6. 3Hz) , 4. 
12 (2H, t, J = 6. 3Hz) , 4. 67 (1H, bs) . 

4 2 

3- 0<5vU7 5yO T^PtW Tirx-h^^ 

H^N^^O CH 3 
HCI jj 

#%^M4 lT#ktWc3- [ (t e r t h T^7] 
7°nt^ Tir^-h (17. 28 g) t3»f;Ml9. 8mL) ©N, 
N-^f^A75 K»» (8 0mL) ^zK^Tn Ttafc-ffc:^ y £ A (6 
0%»tt, 3. 8 2g) £»JLfc 0 ififl5B|F»f, SJ6»i«r*--*fl2 

.^^urcw- ^/^sr^p^ 7 x (i o omD Ti5fc$-u fekW-j- b y r>A 

(4 0mL) il&T'2fflijftt S^xfvlo^yvu ( 10 

OmL) »DlTs IfrffiLTV^afl^fl&Lfco $JET#*IU fliUfbl^J 
25 (2. 9 3 g) *&&®fakLT&tL 0 
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1 H-NMR (DMSO-d 6 ) : 1. 8 5- 1. 9 7 (2H, m) , 2. 02 
(3H, s), 2. 50 (3H, s) , 2. 87-2. 96 (2H, m) , 4. 
06 (2H, t, J = 6. 3Hz), 8. 87 (2H, br). 

##^J4 3 

3- [ (t e r t- , 7h*i/jJJl'tf~A') 7 5/] 



##-8*J&M 4 0 T# fc ftfc 3 - 1 K P ^ v-7°n t°;^/W^ ^|tert-7~ 
^ (8. OOg) b&Wk^JV (5 0mL) <D fciMST, t°V (4. 

0 6 m L) % ^ p p ^Bfe^/W 5 . 9 5 g ) Sr^7JP LfcfL gffl.T? 2 4 R#PM # 
brto KJ&lftteSB&cfyl' (lOOmL) tX (5 0mL) , a^#37« 
ft (3 0mL) v 7k (3 0mL) % ftSl^fak (3 0mL) Tifc^U ^7]«t 
•7-hy ^AT^LTCo ^EEMU SRSfc'&to (9. 3 1 g) £^&Wtt)<t 

1 H-NMR (CDC 1 3 ) : 1. 3 1 (3H, t, J = 7. 1Hz) , 1. 4 
4 (9H, s) , 1. 8 2-1. 9 0 (2H, m) , 3. 22 (2H, t , J = 
6. 3Hz), 4. 15-4. 23 (4H, m) , 4. 6 8 ( 1 H, bs). 

##^$$14 4 



4 3 X^hfltz. 3 - [ ( t e r t-7h *ci/1l A'-Rx./V) 7^7] 
^PtVu- :x=Fvk %—tf*~-h (9. 31g) kaVWFA' (9. 00m 
L) ©N, N-v'^WWnm (4 0mL) £*#Tx fcffibj-hV 
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•>A (6 0% »f£, 1. 8 2g) Srj^Dbfco 1 2 B#PbW«s KJ&m& 

*-&fcTy*-VAfct&fc\ZL&Kl,it&s i?^;U^-*r;U (2 0 0mL) T 
ttfflU S^^^x/Wi&g&|n£ifok (lOOmL) Ti»L, ^7K»^- 

-mt^/^mm (40mD &®x2timw$\^it e v^/v^-v- 

)V (2 0 0mL) &»ILT, TO LW5@&£MiL7c 0 ^JET^ML, & 
Mfc^ (4. 9 8g) %&&mfctLXmc 0 

1 H-NMR (DMSO-d 6 ) : 1. 21 (3H, t, J — 7 . 1Hz) , 1. 
91-2. 00 (2H, m) , 2. 50 (3H, s) , 2. 8 8-2. 9 8 (2 
H, m) , 4. 08-4. 16 (4H, m) , 8. 90 (2H, br) . 

( 2 , 3 - i> t K n ^ v^P ^ ^y|tert- ^^/P 

CH, OH 

I 3 I 



3- itf'/l'TS/) -1, (2 4. 5 g) tWfM^-f- 

JV (5 OmL) (Dm^m^mT, -$kmi?- tert -^/k (5 1. 4 g) 
tffik^jV (lOmL) ©^tlSrjjtTL/t, ^MT- 1 5 ^R9^^ N 

*tLfc„ m^mzmm^/i' (isomLj mas^u * (somu „ ins 

& (6 OmL) s tK (5 OmL) N g£?P^7X (5 OmL) T*§fc#-^ ^7X» 
■7-hy ?.M?f6*iUfc 0 MJEitltL, flM-fl^t) (2 6. 9 g) ^fe^»cir 

1 H-NMR (CDC 1 3 ) : 1. 47 (9H, s), 2. 92 (3H, s) , 
3. 20-3. 36 (2H, m) , 3. 41 (2H, bs), 3. 50-3. 6 

2 (2H ( m) , 3. 7 3-3. 8 8 ( 1 H, m) . 

4 6 
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#t^i4 5"C#&iifc (2, pt^vl'tf/W^ 
y|tert-^/l/(lO. 26g) ^|xf;M5 OmL) 
^^^(10. llmL),|«(12, 76g)^Bl^t N t?fit24 
R#OT#bfc 0 SJE&^^^H^^ (3 0 0mL) ^P^ N * (15 0mL) N 
mm*mk (lOOmL) % 7k (lOOmL) , IS^tfelSTK (lOOmL) x- 

mmziNmtTkm-mm^^mm (4 0mD m&x^mmwi, 

fc 0 v^/l^n-x^ (lOOmL) £»LT S tfffl LTV^@#&«l&Lfc 0 
aSSft:^ (2. 7 6g) £S#M££:LT#fc 0 

1 H-MMR (DMSO-d 6 ) : 2 . 0 3 ( 3 H, s ) , 2 . 0 7 ( 3 H, 

s) , 2. 55 (3H, s) , 3. 18-3. 22 (2H, m) , 4. 09-4. 

2 8 (2H, m) , 5. 2 0-5. 2 7 (1H,' m) , 9. 0 1 (2H, b r) . 

##^M4 7 
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ymt e r t-^;V (15. 5 3 g) tmk^/V (1 0 OmL) <om&to\Z. 
t°y^V (IS. 3 5mL) , *nn^n=fvW2 4. 6 2g)» 

7X (1 5 OmL) \ W&SRfct®fo (1 O OmL) N tK ( 1 O OmL) N tiffi&M. 
7K (10 OmL) Tft^U ^Tk^^f y !>AT?«jBIUt. MJ±$II^ »g 

tt}) T^Lfeo ^tM^^4N^7X*-IM^^« (8 OmL) fcflq*., 
^aT?3«FW!t#Lfc„ V=sf-fl,=.-*rtv (2 0 OmL) &»LT, tftBLT 
^5®#£a8&Lfc 0 MffTI^L, (5. 9 3 g) L 

1 H-NMR (DMSO-d 6 ) : 1. 20-1. 28 (6 H,m), 2.57 
(3H, s) , 3. 12-3. 28 (2H, m) , 4. 10-4. 43 (6H, 
m), 5. 13-5. 22 ( 1 H, m) , 9. 14 (2H, br). 




MWtVX (FU^pn^f/i/) (2. 9 7g) ©7h7tKn77yiI (2 
OmL) ^K^Ts 2 — ^ b £ci/3^<$? / ■ — jv (l. 8 0g) ©7^7t Kp7 7 
y®m (lOmL) Lfc 0 g^TfUv^ (2. 4 3mL) h?fc K 

P77^ (lOmL). SrjRTbfcflL ^MT2R#f H 1WL7t 0 ®S»MJ± 
Mtfd^ mWmzfc (5 OmL) ^rin^ N IM^tM- (5 OmL) TttttJ L 
fc 0 m&^^B&O. 2Nim (20mL) H ^IP^tK (5 OmL) 

(l. 29g) fc#fc 0 #^0ilt#b^fc2-t Kn 
a^:n^vu fvlO #/W<* i/gg t e r t ~^=f-jV ( 1 . 2 3 g) (7^ hyt 
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Kp77« (15mL) tfyv'y (0. 6 8mL) SrSSflPLfcliL ±fST 
#b^t^Bn^fe2-x h^rvo^/KDx h7t Kn77^ (5mL) £ 
MTU Ifit3 0r«Lfc o K^^Sr«EE*MI^, 7K (5 0mL) 
HSfcifyV (5 0mL) Tttttl Lfc 0 ^^^^5%^^^tK^ (5 0 
mL) N g&fa&Jtzk (5 OmL) T*»Lfc^ N »W^^^'7 ATl^f U 
^j±iiliL/t 0 a^&vy #<7V^7i^ — d^Sfe^^i/ ; ^ 

*^y=l : 5, m^X2 : 3T« Tlt^Lfc, JftMt) (1. 6 0 g) £v> 
:rfvl^--7VP (3mL) \mmU 4N^b7lc^-^^^^ (3mL) 

T, tljiftl^ (0. 9 4g) $:&&mWb Lxm^o 

1 H-NMR (DMSO-d 6 ) : 1. 10 (3H, t, J = 7. OHz) , 2. 
57 (3H, s) , 3. 18-3. 25 (2H, m) , 3. 44 (2H, q, J 
= 7. OHz) , 3. 56-3. 60 (2H, m) , 4. 19-4. 24 (2H, 
m) , 4. 3 0-4. 3 7 (2H, m) , S. 7 9 (2H, b r) . 

##Mi4 9 



7jc^fby f^A7^^!)A (2. 85g) t V^tV^—^jV ( 1 0 0 m 
L) ^^{3l7K^T> *fvl" 3-^ h=3r^7°n/NV^- h (11. 8 g ) CO 
TF7tKn77 >i» (50mL) £ $ o < 9 Lfc D 1 Bf P«3m 

tow^u tK (3mD % io%7m{ki-hv$j»7mm Omu ^itl 

fee iffltSL, 7K OmL) ^iTlfc^ Uie><»*f Lfco #TfcH#/£«J 
U iS^SriaE»«g"t-5it^«t9s 3-^ h^VT'n/V— ^ (7. 6 4g) 

1 H-NMR (CDC 1 3 ) : 1. 83 (2H, quintet, J = 5. 8H 




0 



HCI 
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z), 2. 43 (1H, t, J = 5. 3Hz) , 3. 36 (3H, s) , 3. 5 

7 (2H, t, J = 6. 0Hz), 3. 77 (2H, q, J = 5. 5 Hz). 
» (H^n^^) (4. 4 5g) ©7h7tKP77^ (5 0 
mL) ^7k#T\ N-^/Ui?jyyu\i°;UT^>- (5. 7 5mL) ^lTLfc c 
Utb<m.WLfc^ ±|BT#^tLfc3-^ h^ovV^ (2. 7 0g) 
©7f7tKn77>ta (15mL) £MTL7c 0 *#T-C3 0£fE N 

mmw¥Ltc 0 &j&m*wmmLit&, jmrn^mm (somD 

^zc^/k (8 0mL) T*HL7c 0 gflfe^/Hi&O. 2Nii (3 OmL) N 
»^7X (3 OmL) Ti5fci£L7c^ MtKM^^v'? AT^it, MJ±ii 

inr^ta^ h^ot> (4. 3 9 g ) £#/t 0 $ 

#-^$#iJ 1 7?# htlft 2-tKP v^fyl/ =f-jv) ^ t e r t - 

(1. 7 5g) ©fh7tKP77yti (2 OmL) KltTU^ (O. 
9 7 m L ) LfcgL ±IB"e# h tltz ? n p 3 - ^ h ^ v"7° n t°/^ ( 1 . 

8 3g) ©7f7tKD77« (5mL) £j&TU ^^2fl#P«#L7t„ 
fy^^ (0. 6 5mL) , ^nnM3-^h#^nh> (1. 2 2 g) <D 
7h7tKn77« (5mL) Srii*PLT3l^l^»#L7t^ 

mmwmLfz 0 m^m^K (somD ^nx., int^/i- (somD -^tu 

L/c 0 |^^^/Hi^5%i7^^7k^ (5 OmL) N l&fq^TK (5 0m 

V l3?>Vt)7Kt;u~? Wyyj— (f^n5vk : ^=3r1f^= 1 : 9 N fcV^C 
3 : TflLfc. i(t» (3. 4 0 g) ^V^jV^-tjV (5m 

L) }Ctm U 4N^fb7K^-i^It^^« (5mL) 5r»Lfc 0 

£fc£tK #Jlte«£#J (2. 06g) =H£&@&£LT#7c 0 
1 H-NMR (DMSO-d 6 ) : 1. 78-1. 9 0 (2H, m) , 2. 54 
(3H, s) , 3. 15-3. 25 (2H, m) , 3. 23 (3H, s) , 3. 
3 3-3. 4 2 (2H, m) , 4. 16 (2H, t, J = 6. 0Hz) , 4. 3 
6 (2H, t, J = 6. 0Hz) , 9. 27 (2H, br). 
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5 0 

2- {t^;VT%J) N, N-v'^Wy^^bzlil 



t--f^;V (3. 5 0 g) s N, (5. 2 9g) N 

1 -olJ-jv- 3 - [ 3 - 5: /) tf/l/J %jVi$*M ^ KilS 

(7. 6 7g) N hV^/lsT^y (5. 58mL), 4 - v^^KT 5 / fc° y 
(1. 2 2g) RUN, N-^fM;W^K (5 0mL) OW&Wz 

&i$M& (5 0mL). (lOOmL) V$&W>Lfc 0 

;vm%$m'&M.7k (5 0mD -e»t/c^ miMm^y**sv^imu 

UJ±MBLfc 0 mm^^V ^^f/^yA^ P-r f^77^- 
16^^=5.: 9 5, i^T2 0 : 8 OT^ttJ) THfSSLfc. OUfe (2. 4 6 
g)KlN&i£ (2 4mL) »LT, ^T«dfifL7c 0 SJ«£MJ« 
mt 5 n £ £ «t 5 x ( 2 . Ug) SrMfelll^: i: LT#7c 0 

1 H-NMR (DMSO-d 6 ) : 2. 52 (3H, s), 2. 85 (6H, 
s) , 3. 20 (2H, m) , 4. 30 (2H, s) , 4. 4 3-4. 4 9 (2 
H, m), 9. 60 (2H, br). 10. 81 (1H, br). 

S-[2- U^/uy^y) J-JrT±y—ym%M. 



■ttfStM 1 V&btVfc 2 - t Kn^xf;l/ 3vi>) #/W^ ^ t e r 




2HCI 




0 



HCI 
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t-y^Vl' (3. 5 0g) N ^mB. (1. 7 2mL) N h y ^^yWfc*;^ 
^ (7. 8 7g) ©ff7kKn77« (5 0mL) ^zk^Ts 7V'^;1/ 
tfyWt*My7*&]s (5. 9 1mL) Of^7kKn77« (lOmL) 

5 j&U fP7x=/^7^> (7. 8 7g) N 7y 5 ^;^>i^y7°Pt B 
^ (5. 9 1mL) ©7h7tKn77^lt (lOmL) ^ii^PLT, ?K^T 
T3 0#^jf#Ut, ^^g^fe (1. 14mL) SrilflPLT, *ffiTT3 0#Ra, 
^.T«»Lfc 0 M^MLfcl, Mttfc^f-y, ^V7n 
hV^— tjv*Mx.. *fffi4fe«ritB'JU Wft*«EaMB bfc r«^£f?/£ll 

10 DigLfcBK ^fP^TK^hy !7AtRM (5 0mL) SriDx., g^^/u 

(lOOmL) T'tttHUt, R*^/Hl&fl&ftlAifck (5 0mL) Ti»Wc 

^nv^77^- (H^n^ : ^f-V= 5 : 9 5, ge^T 1 5 : 8 5 Tit 
m TJfiUKL^o M» (4. 4 7g) fc4N^b7K*-RBft^f"/l4S« (10 
15 mL) ^ILT, ^&T«tI#Lfc 0 ^M^flEailsUs 

v^A'^TA'&tozxtfc&totzz.bfc&r)^ wmtt&® a. 79 

g) fc*J*6H#* LT#fc. 

1 H-NMR (DMSO-d 6 ) : 2. 3 8 (3H, s) , 2. 5 2 (3H, 
s), 2. 96-3. 08 (2H, m) , 3. 12-3. 20 (2H, m) , 9. 
20 3 5 (2H, b r) . 




25 



2- (2-757^h^) ^J^jv (9 9. 5 2 g) b^SM^/V (2 0 
OmL) (Dm&mz.7\a§'Ts ~mkV- t e r X-^fV (2 0 8. 5 7 g) £ 
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RSfcxfvU (5 0mL) ©S^iaTlt tfit6 0B|flimi MflEM 
Lfc 0 mBto&fm^f'Jl' (5 0 0mL) fc?g#?L, 7k (2 0 0mL) , 1 Nit 
m (2 0 0mL) N zk (3 0 OmL) N t&frl^Tk (3 0 0mL) T'gfcftH^ 
7kM^hy *ATi&*|Lfc 0 iJIIlL^ [2- (2-t Ko^xh^v) 
^7l/J ^Itert (16 9. 2 g ) 5r^^^ £ 

1 H — NMR (CDC1 3 ) 45 (9H, s) , 3. 33 (2H, q, J- 

5. 1Hz) , 3. 5 4-3. 5 9 (4H, m) , 3. 74 (2H, q, J = 5. 
1 H z) , 4. 8 8 (2H, b s) . 

±IBT*#^tt^ [2- (2-fc Kn^voi h^vO oc^/v] ^M^Ste 
r t-y^jV (5 3. 9 3 g) tg^^/U (3 5 OmL) (Dm^K^T, 
t°D^V(5 3. 7 8mL) N ^oo^xf;K7 0. 5 7 g ) £«1 Lfcit, 
M&T9 6 0^1tg#L7t, E&ifcfcSt^^vV' (5 0 OmL) ^Px. s 7k (5 0 
OmL) N W07k^M (2 0 OmL) N 7k (3 0 OmL) , gfrfafe&Tk (3 0 

omL) ti»l n m&mti-vyv&'v&MLfto ummmu 2- [2- 

[ (t e r t -^K^v-#/Wj^vI^) T^y] ^h^v-] 77 — 

tf^-h (9 3. 19g) £&6$J^<t LT#fc 0 

1 H — NMR (CDC 1 3 ) : 1. 32 (3H, t, J = 7. 2Hz) , 1. 44 
(9H, s), 3. 32 (2H, t, J = 5. 1Hz), 3. 54 (2H, t, 
J = 5. 1Hz) , 3. 6 7-3. 7 4 (2H, m) , 4. 21 (2H, q N J 
= 7. 2Hz), 4. 26-4. 31 (2H, m), 4. 91 (1H, bs). 

±lETl#b^2- [2- [ (t e r t -~f Y * =.;U) 7$/"] 

^y-\ ^f-jU #-^-h (9 3. 15g) tB^it^J-jV (8 3. 

6mL) <DN, N-^^f^AT^ K$§*£ (3 5 OmL) ^tJc^Ts Tkf^fc 
^hy^A (6 0%#ft, 16. 12g) £»Lfc 0 ^ET-2 4B#TO#^> 
^«^7k-mbT^^!7A7^«mALfcm N ^^/^-x/y (8 0 0 
mL) -C^fflLs ^^^-T^M^^^MM (3 0 OmL) -C#fc#-L, M 
TkW^^v-^A^MLfCo $*JE»8i& N mm**sD XVM? 
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^;V^-t-;V (3 0 0mL) &Wit\ LX S WLtcmi$^mWLtc 0 MBT^ 

mu wmtt&® (3 3. 2 1 g ) zbtemfct lt#/c 0 

1 H — NMR (DMSO-d 6 ) : 1. 21 (3 H, t, J = 7.2Hz), 2. 
5 1 (3H, s ) , 3. 0 2-3. 0 9 (2H, m) , 3. 6 5-3. 7 2 (4 
H, m) , 4. 12 (2H, q, J = 7. 2Hz), 4. 22 (2H, t, J = 
4. 5Hz) ,9.06 (2H, b r) . 



#fMf!l5 3 

2- [ [2- (^fvKT^/) #>M?~/l/| 



^Htf* (h y ?uuf?-;v) (11. 8 7g) ©Tf7tKn77^iI 
(lOOmL) ^7»Tx t'yv'y (9. 7 1mL) ©7h7tKo77« 
(2 OmL) £}$T L7t 0 Tk^T, 3 0 ftfflffiW'&, #%#"J 1 X^btltz 2-t 
Kp^voc^A' (^5vl/) 7J/W^ e r t -"f^-JV (17. 5 2g) ©7 

h7tKP77« (2 OmL) &?TF^ ^T15B#^»L7C 0 $<J±ii 
H^s a^^TK (5 0 OmL) te£X£M7ktimi-hV $J»%M^ 5i§L^ 
5f^^^i±)iiStLfc 0 #fe*lfc&®Wj: x *#T\ 2- (^f;i/7^7) 
-A' (5. OOg) O^H^^^ (5 OmL) t b V ^JVT % ^ (10. 
OmL) »x. s M?1.T1 5 0#r B W#L7c o Wfi&i\Z]gffit=.?- ;V (3 0 OmL) 
fcJPt* (15 0mL) , ^tfetfoK (2 0 OmL) VffifrU Ittlt^ 

y!7AT*^Lfc 0 fc&vot&m^'T'/i' (10 OmL) <om&m\z. 

7mr, t o y^> (2. 9 1mL) s ^pn^zf;K3. 44g)»Lfc 
iHl?4 8l$»tfc. ®£»»^7>Vl/ (2 0 OmL) SrJp^ 7 X 
(lOOmL) s $8^£|i32k&& (5 OmL) N 7 J< (5 OmL) % ggfP^^K (5 




WO 2004/080439 



115 



PCT/JP2004/003075 



*W7A^p y[^77<- (g^^^yi/ : ^df-f-^= i : 3 T^|±5) Tit 
0L-fc o ^M^)^4Nit'fb7Km-IM^/i/^ (3 0mL) %M?L^ ^UX3 
ftffltikWLfto (lOOmL) L"C„ #ffflLfc@#:&fti 

&Lfc 0 i$ffiT$£*IU (2. 9 0g) ^Sfeia^i: LT#fc„ 

1 H — NMR (DMSO-d 6 ) : 1. 21 (3H, t, J = 7. 2Hz) , 2. 
57 (3H, bs) , 2. 86 (1. 5H, s) , 2. 93 (1. 5H, s) , 
3. 16 (2H, bs) , 3. 34 ( 1 H, bs) , 3. 48 (1H, t, J = 
5. 1Hz) , 3. 58 (1H, t, J = 5. 1Hz) , 4. 12 (2H, q, 
J = 7. 2Hz) , 4. 16-4. 24 (4H, m) , 8. 94 (1H, br) . 

5 4 

2- a^/V- 1 -^fvH^JJ v ? ^-4-^7/^>v'V- h 



fc°^];^-4-^;^dr^V-h (4. 7 2 g) N afrfl^^vV 
(2. 24mL) N ^Ife^y^A (8. 2 9 g) W7t^f!J;P (50m 

D <Dm-£-iyo*m&x*2mrmwLtc 0 zLmmzwrnmrnLtc^ ?k a 5 om 

L) ^D^L N Stflfcc^ (15 0mL) "CttttJLfco @M^/Hf^fp^ 7 K 
(10 OmL) Tffi^U MTk^-r^v-^A-e^L^, «EE»*§Cfc„ 
ffigto (2. 6 4g) fclNaKiMfc^h^A*^ (2 OmL) mil 
T'feftSkWlstZo KlS»l:iNit» (2 0mL) ^P^T^Ptfcm, MEEMIf 

r£lc«fc0 N (1. 79g) Sr&tfeHft 



o 



H 
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1 H-NMR (CD 3 OD) : 1. 8 0-1. 9 8 (2H, m) , 2. 00-2. 
14 (2H, m) , 2. 28-2. 42 ( 1 H, m) , 2. 78 (3H, s) , 

2. 88-3. 04 (2H. m) , 3. 32-3. 44 (2H. m) . 
±|BT?#bttfc 1 ■fvH^JJ v>>- 4 ( 1 . 7 2 g ) N #% 

5 mi Vnbtlfc 2 - 1 Kn dr-e/j-f-/^ ^) .tf/W^ y|tert -y^jv 
(1. 7 5g) N l-^/P-3- [3- 7°nt°;^] #/M? 

*M%YW&& (2. 3 0g) x 4-'^W5/ try v?^ (0. 24g) s 
t>*7"fe h^hV/ls (50mL) ©ift6*Sr*fflLT? 1 6 l$ffljft# Lfc 0 EJS#E£« 
EE«$tLfc^ ««[*l:fiiftiia*Jfth!J (5 0mL) £*n?L & 

10 ifei^l/ (lOOmL) -ettffibfCo S^^^Ml&l&firffclfok (5 0mL) T 

!)^»7^^nvh^77^- d^xf/i/ : ^fy=5 0 : 5 0, 
T8 0 : 2 0X*mm) X*ffiMhft e JftiOft (2. 7 3 g) (aN« (2 5m 

fe (1. 72g) Sr^@^^LT#fe 0 

1 H-NMR (DMSO-d 6 ) : 1. 7 0-2. 2 0 (4H, m) , 2. 40- 

3 . 5 0 ( 1 3 H, m) , 4 . 3 1 (2H, m) , 9 . 2 5 ( 2 H, b r ) , 1 
0. 7 7 (1 H, b r ) . 

20 

#f^«5 5 

2-[ [4- (T KStA'tf-M y^=-)V\ 7 5/]xf/U TiTT- h 

H,N II 

O 

4-7>tD^yy^ MJ/W (6. 0 6 g) % 2-7 5/^^7-/1/ (3. 7 
25 lg) N (8. 2 9g) &t>*^fvK*^*^K (5 0mL) <D 

m&m* i o o°c-T*m8tw\^it 0 %.jtmz.7k (2oomu srjn*., 
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/V (200mLX4) T*t}Lfc 0 SjSfcnfvMiSrl^Aifck (lOOmL) 

f;vti7&?u~? y?77s( — (gt&^si, : ^.drf-^= 3 0 : 7 0, ffib^X 5 
0:50, iV^8 0 : 2 0, ^Tf^^/l^lgffi) T'^i~5 r t K:<t «9 , 
5 4- [ T^7] ^V^KP/V (5. 8 9g) 

1 H — NMR (CDC 1 3 ) : 2. 04 (1H, t, J =4. 8Hz), 3. 33 
(2H, m) , 3. 86 (2H, q, J = 4. 8H2) , 4. 66 (1H, b 
r) , 6. 58 (2H, d, J = 8. 7Hz) , 7. 39 ( 2 H, d, J = 8. 
10 7H z) . 

JilBTltfc 4 - [ (2-kKn^^f;i/) T5;/] ^y^-hV/l- (0. 8 
1 g ) , 7kmt*> y ? A ( 1 . 1 2 g ) tert-7^7 -/W ( 2 0 m L) 

ou^^i 0 o°c-r:immnLfc 0 Emm?.* doomu mm 

(lOOmL) TttWLfco Sfflfe^^SSrfifirffelfcK (8 OmL) . Tgfc 
15 #-U *E7K«^^v-l7AT^bfc#, «EE«iH§Lfc„ (0. 8 3 

g) s h^v'y (0. 4 9mL) RU4 - $ J t° y v?^ (0. 06 1 

g) Wfh7tKP77« (lOmL) fc\ (0. 5 7mL) ©7^ 

f7t Kn77« (lmL) SrMTL.fCo ^T«lR#OT#Lfc^ N 7)< (8 
OmL) £JPx_, g^rc^/P (10 OmL) TttWlfc. SM^^S^fP^ 
20 ^7k (8 OmL) -Ui^Lfdfts &zk«^ V * U «BE»ifilLfc 0 

70, i^T6 0 : 4 0T?J8ffi) TtfMttl-* £ £ ^ J; <9 , ifUfbl^ (0. 6 8 
g ) ^ifigfljiUifc, 

1 H — NMR (CDC 1 3 ) : 2. 08 (3H, s) , 3. 44 (2H, q, J = 
25 5. 6Hz), 4. 29 (2H, t, J = 5. 4 Hz) , 4. 48 (1H, b 

r) , 6. 59 (2H, d, J = 8. 9Hz) , 7. 43 (2H, d, J == 8 . 
9Hz) . 



*§&jm 5 6 
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2- (tf-jUTX;) l-^;l/-4-^y^/l/ 



N, N'-#/M?=/W^f *^y-/M3. 3 6g) ©7h7tKo77^ 
Wl (4 0mL) fc % ##^JlT#b^2-t Kn^i^xf/v (^5vlX) 77/W^ 

e r t --f=f-)V (3. 3 0 g) (Dt 1 b7k Ko7 7>^ (1 OmL) 
&*^Tn ^o< «TL7c 0 ^TT^O^PbI ^T2Bfr«#b^ N, 
W-*i)Vi$~)WJ>s(%t?^-,v (0. 3 1 g) fcfln*., SO- 3 BfflfflfrLfZo 

7K (l0 0mLX2) N 7K (5 0mLX3) N tfrfa^^K (5 OmL) 

tfc#, ^tK^^^v-^at^l, ^Mit-rsr aati, 2 - [ (t 

-l-U;VT$*c%sV-y (5. 2 4g) t'l«tlH.T#t 
1 H — NMR (CDC 1 8 ) : 1. 39 (9HX0. 5, s), 1. 42 (9HX 
0. 5, s), 2. 9 4 (3H, m) , 3. 63 (2H, m), 4. 51 (2H, 
t, J = 5. 3Hz), 7. 06 (1H, m) , 7. 42 ( 1 H, m) , 8.1 
3 (1H, s) . 

±B5T:1#7c 2- [ (tert-7*h 3^77 71^-710 (> ^7l/) 7^7] oc^- 
7U* 1H- Y5^V-7^-l-7J7^>v-I/- h (l. 3 5 g) % 
4-t°^yv ? y-7^ (1. 3 8g) RT£T± h-VV^ (2 0mL) <E>2!^£ 
^i&T?8H£Jt# Lfc 0 1-7^ fvl/- 4 - y vV —;V ( 0 . 9 2 g ) Srfln&T 

7mm (5 omD mm^^ cioomD v&&Ltc 0 mm^;u 

M%ma&&k (5 OmL) X«ffifrLtc&, MMm^?* 9 sV AvmMU U 

mmmLtzo mmm a. 6o g ) tiNit (i2mu &«jlt, ^j&t* 




2HCI 
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ipx.x, ffi&Ltcmvt*mmi-z>zk\z£y , mmik&m a. 0 9 g ) 

1 H — NMR (DMSO-d 6 ) : 1. 8 5- 2. 2 0 (4H, m) , 2. 55 
(3H, s) , 2. 7 0 (3HXO. 5, s) , 2.- 7 3 ( 3 H X 0 . 5, 
s) , 2. 9 0-3. 5 0 (6H, m) , 4. 38 (2H, m) , 4. 65-5. 
00 (1H, m) , 9. 21 (2H, br) , 11. 10 (1H, br) . 

2- 1*?-JV [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2-fy? 



M^t** (h^on^f^) (0. 5 0g) ©Tf7tKP77^fI (3 
OmL) (CtK^In fc'JJv^ (0. 4 0mL) ©7F7tKP77yiI ( 1 m 
L) £MTL-fc 0 3 0«m 2 T# b^fc 2 - (yf- 

yl/7^y) a^/P Tirx-h^« (0. 77g)£«ILfc 0 hU ^yUT 
^ (0. 7 OmL) ©7b7tKD77« (lmL) ^fflT? 1 

^wmLtz 0 mmmffi&s nwrn^ (somD &#p£ N mm^^ (50 

mL) -CttffiLfCo ST^^vMg&SSft&ifok (5 OmL) T?ifej#fi % MABm 
^i/^t^ilfc 0 MJ±H*iL s ^»7f7t Ko77> (2 0m 
L) tdg$?Lfcc (R) -2- [ [ [3-^^-4- (2, 2, 2-by^/l/ 




0 
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y*—/V (1. 1 1 g) N bV^fsUT^y (O. 8 4mL) N 4-^f;V7 5 

ytfyv^ £»u 6 o°c-e«ft#Lfc 0 mmmm^ mmmvc 

7k (5 0mL) ^Px., BUfccfyl/ (5 0mL) "e^ttlL^o l^^^/Ul^fdl 
fP^^TfC (5 0mL) Ti5fc8^ ^7KTO^^^^AT^Mb/t 0 

^ (i. i3 g ) %n&T*/is7Txw;mw-k Lxn± 0 

1 H-NMR (CDC1 3 ) : 2. 10 (3H, s), 2. 24 (3H, s), 
3. 09 ( 3 H, bs), 3. 60-4. 00 ( 2 H, br) , 4. 25-4. 
50 (4H, m) , 4. 89 (1H, d, J = 13. 3Hz) , 5. 05 ( 1 H, 
d, J = 13. 3Hz) , 6. 65 (1H, d, J = 5. 5Hz), 7. 3 5- 
7. 51 (3H, m) , 7. 80-7. 90 (1H, m) , 8. 35 (1H, d, 
J = 5. 5Hz) . 

2- [ [ (R) -2- [ [ [3-^fvl—4- (2, 2, 2-bVy 

M v^b -2-t'V vvtT] t ^.jvy 4 ^/u] - 1 i/Xj ^ 



^it^ (fy^pp^^) (0. 5 0g) ©7h7tKc77^i (3 




0 




H3C Cti 
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OmL) KfcJfrT; (0. 4 OmL) Of h7tKP77^ ( 1 m 

D *mrvtc 0 ?mr, iwmmw^ 3 xn hntc2- uj-ju 

T^y) sl^/U hV tf-JUTtr- himm. (0. 98g) «Lfc 0 hi) 
(0. 7 OmL) ©7f7kKn77^I (lmL) SrMTt^ 

5 m&x-mfttwisfco ui±mm&s mmm\^ (somD stab*. 

(5 OmL) "CttfctJLfco ftft^yW'S^i&SfPtftifcic (5 OmL) -eife}£&, & 
TKfliEB^^V^AtfftJftbfco iJEflt, i«7b7tKo77^ (2 
OmL) l^?Lfc„ (R) -2- [ [ [3-^^-4- (2, 2, 2-hy 

10 ^yV— (1. llg) s YV^/^T^> (0. 84mL) % 4-v^^/l/ 

r^yt-y-^^ (o. 03 7 g ) &»iu 6 0°c«ir#Uc o iu±jtlst^ 

®»{-zK (5 OmL) ^Px., i^xf/i/ (5 OmL) -e$3tfiL/t 0 gUfea:?- 
/HS&t&lfcfefeftTk (5 OmL) T^#^ N MtR^^^ S^A-e&jft L-fc 0 U 

15 y : ^*y-^=i ; 3, $^T3 : 2Tl^tB) Ufc 0 Ti? h y 7* 

n \£;v^-^jv& V) ffi&ik L, 7i? h y 7°n tV^-f /i^7>k #Mif H -f 

SClirfcJ:^ tlMfb^t) (l. 0 1 g) %m&mfck LT#fc 0 
1 H-NMR (CDC 1 3 ) : 1. 23 (9H, s), 2. 23 (3H, s), 
3. 08 (3H, bs) , 3. 40-4. 3 0 (2H, br) , 4. 30-4. 

20 5 0 ( 4H, m) , 4. 8 0-5. 2 0 (2H, br) , 6. 64 ( 1 H, d, 

J = 5. 7Hz), 7. 35-7. 50 (3H, m), 7. 78-7. 88 (l 
H, m) , 8. 35 (1H, d, J = 5. 7Hz) . 

25 2 - [y^vP [ [ (R) -2- [ [ [3-y^/V-4- (2, 2, 2 - hJJ 7 

/ktnxh^y) -2-t°yv7iy] y^u] ^/p^^^/i/] -ih— <yX/f ; 

I/- h 
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(fP^pa^^) (O. 5 0g) Ofh7tKo77^ (3 
OmL) ^7]C&T> VDVy (0. 4 0mL) ©ff7tKP77^tl ( 1 m 
L) *«TLfc. 3 0«m 4 T1# Wc2- (y^ 

^7^y) is?u^*v>%/utf*->i/--hmm (i. 1 1 g) &m 

MLtc 0 hy^/l/T^y (0. 7 OmL) Orl>7t Kd77* (lm 
L) ^ITt. ^MTl^WLTCo MJ±$t«, a»^7k (5 OmL) & 
mm^f-/^ (5 OmL) 7?f4ffiLfCo S^^^ii^^fP^TK (5 0m 

l) -cBfc&fK ^w-^^v'^A-e^Lfco ^j±^iL, nmm^vy 

tKP77^ (2 OmL) fc$#¥Lfc 0 (R) -2- [ [ [3-y?vW-4- 
(2, 2, 2- M) h^y) -2— bTJJSM 7yk7^r: 

/Kl -1H-- <>-XV ^ (1. 1 1 g) % hy^/l^T^V (0. 8 4 

mL) „ 4-V*3-;VT% / H°V (0. 0 3 7 g) &»L S 6 0°CT« 
3f^LfCo ^raiifts aW^^Tfc (5 OmL) ^fl^, ^i^c^A- (5 0m 
L) -ettttjLfCo |^^^;I^jg^|S^^7(< (5 OmL) T»f^ 4£7«if^ 

■?hi!f 7 7 J- (T±h> :^-fy=l : 3, ^1^X3 : 2T« TWIRL 

;i,x^7/^^^lt 5 r. t \z. J: 19 , WMfc&m ( 1 . 1 1 g ) £r#£iaf$ t 
LT#7c 0 

1 H-NMR (CDC 1 3 ) : 1. 10-1. 55 (5H, m) , 1. 55-1. 
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82 (3H, m) , 1. 8 4-1. 9 8 (2H, m) , 2. 23 (3H, s) , 
2. 27-2. 40 (1H, m) , 3. 08 (3H, bs), 3. 40-4. 3 
0 (2H, br) , 4. 30-4. 50 (4H, m) , 4. 80-5. 15 (2 
H, br), 6. 64 (1H, d, J = 5. 4 H z ) , 7. 35-7. 48 (3 
H, m) , 7. 84 (lH,.d, J = 6. 9Hz) , 8. 34 ( 1 H, d, J = 
5. 4Hz) . 

2- Itf-jU [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2 - h ]) y 

;vir not h — 2 — try V'jv] * 7.JV7 ^ ~jv\ - 1 h— < yxj * 

\-y{jV\ f})VT$zz.)V\ T X J ] z^f-fls -<^y*^ — h 




Wfey?* (MJ^up^f;!/) (0. 5 0g) (Dy hy t Kn77yfl (3 
OmL) ^?K^T> t°!)^y (0. 40mL) Orf7tKo77^i ( 1 m 

T^/) i^/p (i. osg) sraawLfco mj^^vut 

(0. 70mL) ©7f7tKn77>II (lmL) «Tt^ ^i&T-i&S- 
£&#Lfc„ WZmmk. m&Qofok (5 0mL) SrJp^, (5 0m 

L) T*ttfctt Lfc„ ISfct^HifclSffilfciizfc (5 OmL) ^7k»^ 

n^^A-eiaiufc. &&Eftffiu »^rf7t kd77^ (2 omu 

«fi?Lfc 0 (R) -2- [[[3-/^/1—4- (2, 2, 2-M)7;Utn 
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;U (1. llg), hV^A'TS.l' (0. 84mL) , 4-^WUk° 
Uv^ (0. 0 3 7 g) Sr«lU 6 0°CTH«^L^ o ^J±«l^ B»J 
In* (5 0mL) gjq&c^vu (5 0mL) ^fflLfc, IM^?vWi& 

5. i&ft&ilzk (5 0mL) "CiJfc^, ^tK«^^ Aftil Lfc„ ^JEitli 
StfeSr 7 7 y 'Va ^ P * 7A^n-7h^7 7>{- (TirhV:^^- 
f->-=l : 3 N «SV^3 : 2T$fcb) T?«f»Wfc„ T± \>^-V^;U^-<t ;V 
«fc 5 JtAftlU Ti? h y-^x^x^-f/^^SfeltS £. i: J; 9 , 
£4fe (1. 0 9g) S^feHflei: UCftfco 
10 1 H-NMR (CDC 1 3 ) : 2. 22 (3H, s), 3. 12 (3H, bs), 

3. 5 0-4. 3 0 (2H, br) , 4. 3 7 (2H, q, J = 7. 8Hz) , 

4. 68 (2H, m), 4. 80-5. 20 (2H, br), 6. 63 (1H, 
d, J = 5. 7 Hz) , 7. 26-7. 48 (5H, m) , 7. 53-7. 61 

(lH.m), 7. 82 (1H, d, J = 8. 1Hz), 8. 04 (2H, d, 
15 J = 7. 2Hz) , 8. 33 (1H, d, J = 5. 7Hz) . 

2- O^Vl/ [ [2- [ [ [3-^^-4- (2, 2, 2-MJ7/^Prc 
h dp- v-) - 2 - t° y v 5 /!/] ^ fyl/] >f rvU] - 1 H-^W ^ 

20 -i-^a-] ^7/ix^^/>] T^y] ^^i" ^^y^-h 
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&Rtf* (MJ^PP^f/V) (o. 9 9g) ©7h7kKP77^iI (3 
OmL) ^mr, t°y^^ (O. 8 1mL) 0ff7tKP77ViI (2m 
L) ?rMTLfc 0 7K^Ts 3 0«m #%^5f#b^fc2- (^ 

^7^y) ^oy^—hmmiM. (2. i6 g ) ^atfc 0 hy^/i. 

(1. 3 9mL) ©7f7tKP77^S (2mL) £»it N fgi&T 

immnvtco mmmmm. m^mmm^^ doomu t7k (100 

mD ^P^L, m#tfe 0 »xf;^^^UL, ISfP^Tk (5 OmL) Tife 
^ l«v^S/^x«Lt MJ±M^U »^7l>7tKn7 
7^ (4 OmL) \zmMLtz 0 2- [ [ [3-^^-4- (2, 2, 2~hy 
^^P^h^fV) - 2 - fc? JJ ptfvl/] -1H-^^XV 

^/-/V (2. 90g) N hy^/UT$> (2. 20mL) s 4-i?*^/U 

T$.;\i°yi?y (o. 0 9 6 g ) Srssauu 6otT2BiFi®|Lfc 0 ^j±an 

f£> gSSftfcftK^^ (1 5 OmL) tlk (8 OmL) ^P^ N » Lfc 0 

m^^m&ftfcu mu^myk (somD xi»^ i7X«-7^v">i. 

VWk t7c 0 ^JEMUfl^ y # ff^% 7^^pvf07^ (@M 

mf-/ix : ^f-^=i : i N ggV^^^/^-e^ttl) -CJftStbfeo Tirh^ 
bSltre-rSrir^J:^, &Jgte£& (2. 62g) £$Sfeg|fls;<!;LT#fc 0 
1 H-NMR (CDC 1 3 ) : 2. 2 2 (3H, s) , 3. 13 (3H, b s) , 

3. 68-3. 98 (2H, bm), 4. 38 (2H, q, J = 7. 8Hz), 

4. 69 (2H, m) , 4. 80-5. 10 (2H, bm) , 6. 64 (1H, 
d, J = 5. 7Hz), 7. 27-7. 48 (5H, m), 7. 59 ( 1 H, 
m), 7. 83 (1H, m) , 8. 06 (2H, d, J = 6. OHz) , 8. 3 
5 (1H, d, J = 5. 7Hz) . 

2- [ [ (R) -2- [ [ [3-^^-4- .(2, 2, 2- hy 7 

yy*-/u- \-y(;V\ %/U7$~/u] T^yl =^f-jv 4-th *i/s<yy*^- h 
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O-CH3 



&Mk\?X (MJ^nn^f;!/) (0. 5 84 g) 07h7tKo77^I 
(18mL) ^7»T\ t°Vi?> (0. 4 9mL) ©7f7kKo77« 
(lmL) *mTLfz 0 7k7$T, 4 0^»fJL #fM^J6t#f)^fc2- 
(^f;V7^) 4-7^ b=¥v-^^y^-h^^ (1. 4 8 g) 

APb/Co MJ^^/i/T^> (0. 8 4mL) ©7b7tKn77>if ( 1 m 

OmL) t7X (5 0mL) fcta*., ft#L.fc„ W^?vWf£#IfrU ^fP^it 
7X (3 OmL) T^f^ »«^^v-t7A-C*|^Lfc 0 ^JEiMU 
%Srx h^t Kn77^ (2 5mL) ^Wptfc 0 (R) - 2 - [ [ [ 3 f- 
JV-A- (2, 2, 2- h ]} yMu^ h^cis) -2-t°yvvl/] ^ f-;V] *)\, 
7^f^] -lH-^yXV^y^ (1. 5 5g) N h»^/UT*^ (1. 
17mL) \ 4-v^^^T^y t°y v^>- (0. 05 lg) £8&&nU 6 0°CT 
3^rOT#Lfc 0 iJiSII, (150mL) b?Y. (50m 

tit t7K*i-7 ^ v<>7 a x-mkLit e mmmw&s wmm-k^vuf^yj* 
(1. osg) *m&®fckLxmz 0 

20 1 H-NMR (CDC 1 3 ) : 2. 2 2 (3H, s) , 3. 11 (3H, bs) , 
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3. 68-3. 90 (2H, bm) , 3. 85 (3H, s) , 4. 37 ( 2 H, 

q, J = 7. 9Hz), 4. 58-4. 72 (2H, m) , 4. 82-5. 14 

(2H, bm) , 6. 63 (1H, d, J = 5. 7Hz), 6. 91 (2H, d, 

J = 9. 0Hz) , 7. 2 7-7. 4 0 (3H, m) , 7. 82 ( 1 H, m) , 

7. 99 (2H, d, J = 9. 0Hz), 8. 33 (1H, d, J = 5. 7H 
z) . 



2- .Itf-jV [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2 - M y 



^t*^ (MJ^pp^f/v) (o. 5 8 2 g) ©7f7tKn77^i 
(2 0mL) ^tK/^Ts t°Vi?y (0. 4 9mL) ©rh7tKn77« 
(lmL) ^Ttfdo 3 0«m ##£/&0H 7 Tl# frfc 2 - 

(^/I'T^/) rc^yl/ 3-^PD^x^Mti (i. 50g ) 
Lfc 0 hy^/l^r?^ (0. 84mL) ©ff7tKn77« (lmL) 
»M> mM.X°2ti?fflffiWLtc e Wll (8 0m 

L) «t7j< (4 0mL) SriUx., »t7t 0 ffclfe^/UJi U gfrfa^tzk 

(2 5mL) -egfc^, ^7kW^^i/!7AT«Lfe 0 ^EEltfiU S§#J 
&7 1 h7k KD77>' (2 OmL) fcl^?L7t 0 (R) -2- [ [ [3-^/b 



^M7 




0 
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~4- (2, 2, 2-MJ7/Utnxf^» _ 2 -f!J^/l/] ^ ^] 

-1H-^W^)/^ (i. 4 4g) N MJ^vUT^ (1. 
09mL) N 4—^^^/^$/ t°yv^ (0. 0 4 8 g) Sr^&PU 6 0*CT 

swmmwLtco mmmmm, m^mmm^^ (somD t?K (40m 
l) mwLtc 0 m&^/]sm*&&u ma-m* oomu -e» 

*7A^ny^77^ (Sm^/W : ^drf->-= 1 : 2, gftvci : 

tfj) T'ilU tlMfb^ (0. 8 4g) iifii/ny^fcLTllfc. 

1 H-NMR (CDC 1 3 ) : 2. 2 1 (3H, s) , 3. 1 2 (3H, b s) , 

3. 7 8-4. 0 8 (2H, bm) , 4. 38 (2H, q, J = 7. 8Hz) , 

4. 6 4-5. 0 8 (4H, bm) , 6. 64 (1H, d, J = 5. 2Hz) , 
7. 3 4-7. 4 2 (4H, m) , 7. 56 ( 1 H, m) , 7. 82 ( 1 H, 
m) , 7. 94 (1H, d, J = 7. 6Hz) , 8. 02 (1H, s) , 8. 3 
4 (1H, d, J = 5. 2Hz) . 



2- \_**5-;V [ [ (R) - 2 - [ [ [3-^^-4- (2, 2, 2 - MJ 7 

^p 1 ^^) -2 -try i^/i/] ^^-/i/j -ih— 



15 



^/&$|8 



20 




0 




F 
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&BfefcT* (M)^PP^f;k) (o. 5 8 2 g) Ofh7tKo77>jSS 
(2 0mL) ^?K^Ts t°]Jv^ (0. 4 9mL) Ofh7t Ko77^S 
(lmL) £#TFUc 0 *#"|\ SO^MJl^ 8 T«# b *Wt 2 - 

(^W^y) xf;u 3, 4-^7/^0^^/^- hjl^jg (1. 5 1 
5 g) £«L7c 0 hV^^T^y (0. 84mL) OTF7tKn77« 

(lmL) £»m s gi&T3R#ffflJt#Lfco $4jBE$ftif§$L ^fe^M^A- 
(8 0mL) £7k (50mL) «#Ut„ g»*?vl'Jg&#&U fi&fi! 

AltoK (3 0mL) T*8$M* N ^aESK^V^A-ettfliLfco «E»«U 

i«fh7tKP77y (2 5mL) fc|g$?Lfc 0 (R) -2- [ [ [ 3 - 
10 ^fv^-4- (2, 2, 2- hy h^fix) -2-t 0 Uv 5 /X] 

-iH-^y^>;^^ (i. 7i g ) s fyxf;i/7^y 

(1. 2 9mL) % 4-^W5 7 t o y v>V (0. 0 5 6 g) SrSSJPU 6 

(5 omD ^rinx., «#tfc 0 iM^^if^ixu 7km*mm^* (2 
15 omD -ettttiLfc 0 mm^f-^m^^s ma-k^ oomD 

•7f^77^- (f^nfvP- : ^=HJ-;/= 1 : i n g^T2 : lTitttJ) T^tM 
U £ £> m^^'tt V- U 77 7A7nvf^77^- i^^^;V : - V 

= 1 : ItiHJ) Tit®[Lfc 0 Tirb^-^yynhV^-x/^^^ftU 
20 ^^^-^f-^bS^-r-Srir^J;!?, tlM^^/ (1. 37g) ^ 

1 H-NMR (CDC 1 3 ) :2. 21 (3H, s), 3. 11 (3H, bs), 

3. 82-4. 08 (2H, bm) , 4. 38 (2H, q, J = 7. 8Hz), 

4. 60-5. 14 (4H, bm) , 6. 63 (1H, d, J = 5. 7Hz) , 
25 7. 20 (1 H, m), 7. 33-7. 41 (3H, m) , 7. 78-7. 92 

(3H, m) , 8. 33 (1H, d, J = 5. 7Hz). 

£$#iJ9 

2- O^/P [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2-^)7 
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(2 0mL) IC^T, fyv'y (0. 4 9mL) ©7f7tKo77« 

(lmD ant 7mr, softmmm. &%&f$m9xmt>titc2- 
=f-fvr % j ) zxf-jv 7/u#u * h hmmiM. ( 1 . . 

7 9g) ^»Lfeo x-f-lVT % >- (0. 8 4mL) ©7h7kKn77y 

mi (lmD &$&&p& N Mti. 5B#p B m#Lfc 0 m±mMk, nnm\m 

|xf;M8 0mL) £ tK ( 5 0 m L) £JP £ n fflfc L fc„ I»^5vWf «r#flx 
U (3 0mL) "CifcEH^ iTkM'T^v'^AT^lU^ j$j± 

iiU ?S«fh7tKD7 7>' (25mL) fcJ&fcLifc, (R) -2- 
[[[3-^^-4- (2, 2, 2-M)7/l/toxhdrV) 

^] */i<7-f=7i/| -iH-^yXV^V-;i/ (l. 5 7g) N 

^W^y (1. 18mL), (0. 0 5 2 g) 

SrSfebRU 6 01CTM. 5R*Wfc#Lfc„ 2W»4feJcft»3i^ (i 

O OmL) t?k (5 0mL) SriP^ fit^Lfc. ^^?vMl&#&U 7.RJ1& 

mm^^ (3 0mD TttttjLfc s^^^ssr-a-^x fiSfp&ikk (so 




0 




F 

^Ktr^ (MJ^on^f/i/) (0. 5 8 2 g) ©7f7tKn77y^i 
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^=1 : IT*) T^i-^rt^J;^), ^Mt^t/ (1. 44g) Sr&j&V 

1 H-NMR (CDC 1 3 ) :2. 22 (3H, s), 3. 11 (3H, b s) , 

3. 8 5-4. 0 5 (2H, b m) , 4. 38 (2H, q, J = 7. 8Hz) , 

4. 60-5. 12 (4H, bm) , 6. 64 ( 1 H, d, J = 5. 7Hz) , 

7. 24 (2H, d, J = 8. 7Hz) , 7. 2 5-7. 4 0 (3H, m) , 7. 
82 (1H, d, J = 7. 2Hz) , 8. 09 (2H, d, J = 8. 7Hz) , 

8. 33 (1H, d, J = 5. 7Hz) . 

&f&M 1 0 

2- 1**?JV [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2 - h JJ 7 



^Htf* (hD^na^f;!/) (0. 5 8 2 g) ©ff7t Kn77>t$ 
(2 0mL) t^TfC^T. fcTJJS^y (0. 4 9mL) ©7f7tKn77^i 
(lmL) SrffiTUfc. »Ts 3 0«m MMil 0T#bn/c2 
- {*i-jV7%;) =c^;v 4-7/i^n^^y^- hMMIM. (1. 4 0g) £ 
mMLtCc h.V ^;VT%y (0. 8 4mL) ©7f7kKn77>'iI (lm 
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D &ma&, M-e2i#iHjft#Lfco mmmmt, jmmmm^^ (so 

mL) t?K (4 0mL) MWLtz 0 m^^vHg&^&U t&fP^ifciK 

(3 0mL) "Cifei^ ^TKMT^v-^ATltMLfCo iMIt, ?»#J 
!:7h7kKP77^ (2 OmL) fc$$?Lfc 0 (R) -2- [ [ 
-4- (2, 2, 2- MJ h^rf) - 2-t°y ^] ^/W] *)V7 

4 -jV\ -1H— <^XV ^V-/k (1. 3 2g) s hV^^T^y (1. 
OOmL) N 4-v^^vK7^/ t°U v 5 ^ (0. 0 4 9 g) 6 0°CT' 

1 4. 5^m^bfc 0 . rnmmtks m^mmm^^ a 5 omD t-A 

(5 OmL) £#0?U »#Lfc 0 @HI^/Wl£#IfrU £&?n&£* (3 0m 

5Zt\Z£V, mgfc&fa (1. 3 9g) ^ifelfttLTtfc, 

1 H-NMR (CDC 1 3 ) : 2. 2 2 (3H, s) , 3. 12 (3H, b s) , 

3. 7 8-4. 2 0 (2H, b m) , 4. 38 (2H, q, J = 7. 8 H z) , 

4. 5 8-5. 0 8 (4H, b m) , 6. 65 (1H, d, 1 = 5. 6Hz) , 
7. 11 (2H, t, J = 8. 4Hz), 7. 28-7. 44 (3H, m) , 7. 
81-7. 86 (1H, m) , 8. 03-8. 11 (2H, m), 8. 35 (1 
H, d, J = 5. 6Hz) . 

1 

2- l^tV [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2 - MJ 7 
/l^ na^h^-y) - 2 - fc° ]} ^ <f-)V\ 7.)V~7 4 - l H— < yX^f 5 

1 -^/l/] TJ^^/l^] 7 ^ 7 ] 3 , 4 , 5 - MJ p< h drv- 
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0, 0-CH 3 



(M)^np^f;l.) (0. 6 0g) Of f7tK»77^ (3 
OmL) £3kftT\ fc'Uv'V (0. 49mL) OT>7tKn77^| (lm 
L) SrffiTLfc. *#T, 10»| n ##^jl lf#Wc2- 
. ^75/) ^A- 3, 4, h*i"<^S^- (1. 2 2 

g) £»L7c 0 hV ^/VT^y (0. 8 4mL) ©7h7kKD7 7« 
(lmL) mr&s SJlTll*WfflWUfc. Mil, SSII^ (5 0m 

l) srjp^., (5 omL) vtbmLfto mm^^m^mm (20 

mL) s fmit&fr (5 OmL) T^f^ SS*«SER^^V«7ATft«|Lfc 0 
$JE»ftU M^7h7tKP77>' (2 OmL) fc&tfbfc, (R) -2 
- [ [ [3-^^-4- (2, 2, 2- MJ 7;Vtnx h^iy) -2-t°!Jv> 
^ f /l/] *}V7 4 ~}V\ - 1 H-^XV $ W—jV ( 1 . l l g ) js y 
^5vKT^ (0. 8 4mL) s 4 - v^f/UT ^ y t°!J (0 . 0 3 7 g) 
£S&nU 6O°CT3 0^ N mUT2BTO#Lfc 0 $JE*JS& N gs»^K 
(5 OmL) SrJp^ gaferc^u (5 OmL) T#Jti L7c 0 H^f/WISrlSfrl 
(5 OmL) -Ci5fc^ N ^SttBN-^^^ATftiflbfco ^J±M^ N 
Ifc&fa&yyyissLi/y ^^7^7 n-r h7'7 7^- (7*fc : ■^^y 
= 1 : 3, §^T3 : 2T*) <5 - t \C X Y) , 8?®ffr£«& (1.5 6 

g) lrf67W7^t@^i: LT#7t 0 

1 H-NMR (CDC 1 3 ) : 2. 2 1 (3H, s) , 3. 12 (3H, b s) , 
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3. 5 0-4. 3 0 (2H, br) , 3. 83 (6H, s) , 3. 90 (3H, 
s) , 4. 38 (2H, q, J = 7. 8Hz) , 4. 67 ( 2 H, m) , 4. 8 
0-5. 15 (2H, br), 6. 64 (1H, d, J = 5. 7 Hz) , 7. 2 
5-7. 40 (5H, m) , 7. 7 8-7. 8 6 (1H, m) , 8 . 3 3 ( 1 H, 
d, J = 5. 7 Hz) . 

&l$M 1 2 

2- \.*=?-;V [ [ (R) -2- [ [ [3-^/1—4- (2, '2, 2 - MJ 7 
;^px^^) _ 2 -t?iJ^,i/| ^ /V/ ] ^^-^j _ 1H t^X>T^ 

W-)v-\-,i)v\ tsjv^jv\ 7$/] 2-t°y py^/u^^u 



fcWt^X (H^nn^f/i/) (o. 4 2 2 g) Ofh7k Kb77^ 
(3 0mL) KykJfrT* fU^y (0. 3 4 5mL) 4r»TLfc„ 7k7£T\ 3 0 
£WH*#SU 1 2 TltktWc 2 - f'jVT % J ) 2 - 1 6 JJ 

^^TJ/I/^drv/Wh-^^ (1. 08 g) &»JU M^Vl'T^ (1 
i9mL) SfllTtk 2 Lfc. «fffi tfcHflE«r»8iJU 

JBE«*tLfc„ Sf^fh7tKn7 7^ (10mL) KmMU (R) -2- 

[ [[3-^^-4- (2, 2, 2 -MJ^/l^p rchdrvO -2-t°]Jv? 
^] t^/V] 7,jV7>{~;V\ -lH-^yX^^^;l/ (l. 3i g ) s y 
xW^y (0. 9 9mL) 104-^^7^/1:1^ (0. 043 




0 
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g) Sr^flPU 6 0°CT2 4B#TO^bfc: o £j£»M^?vl/ (lOOmL) 
Srftl^ 7k (lOOmL) RXfffittf&fa (lOOmL) T»its 

^/u^-T-/ufrt>ffiM i fc~tZZbfc£V, WMtt&m (0. 9g) Sr&feHflsi 

1 H-NMR (CDC 1 3 ) :2. 22 (3H, s), 3.16 (3H, s) , 
3. 8 0-4. 2 0 (2H, m) , 4. 38 (2H, q, J = 7. 8Hz) , 4. 
60-5. 10 (4H, m) , 6. 64 (1H, d, J = 5. 8Hz) , 7. 2 
9-7. 40 (2H, m) , 7. 47-7. 52 (2H, m), 7. 81-7. 
89 (2H.ni), 8. 14 (1H, d, J = 7. 8Hz), 8. 34 ( 1 H, 
d, J = 5. 8Hz), 8. 75-8. 79 ( 1 H, m) . 

&f&M 1 3 

2- L*?/U [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2 - h y 7 
;V^-d a: h df-*/) - 2 - 1° y vvl/] ^ ^7W] ^ - 1 H— <^X-f 5 



(MJ^no^f^) (0. 6 5 2 g) ©ff7tKn77y|i (1 
5mL) !^T> try^ (0. 5 5mL) ©7h7tKn77^I (1m 
L) «TLf:, ?X^Ts 3 0«mi ##^»Jl 3T'#b*Lfc2- 
5vU7 5/) y f^XTirx-h (0. 9 9 g) %mnLtc 0 1?ST3 




0 
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i$iHHf#Lfc. mmmmks nmmm^^ (somu t7k (somu 
mwLtc 0 mm^^mzftyfru m&&& (3 0mD t«, 

(1 5mL) \mm^fc 0 (R) -2- [ [ [3-^^/1—4- (2, 2, 2- 

h y h ^vO - 2 - t° y / <?;V] XjV? j =z.,v\ - 1 <>- 
XV^^V-^(1. 13g), hV^/lsT^y (0. 86mL)\ 

^T^yfyv 5 ^ (0. 0 3 7 g) &r»U 6 0lCf4B^U„ ^J± 

nmmmm^jv (somD (3 0mu mw-Ltz 0 
mk^j-^mzftMu mm^^m^m^mymi-hv ^^mm oom 

L) , tK (3 0mL) T?Jfei*fL v' !7 A "CffcM L fc 0 ^J±«^ N 

^^^^= i : 3 -e^ttj) u £ k ^itStt^ y # 7 a ^ n ^ h 

^77^- (^Ha:^ : ^-y->= 1 : i s j^^T 3 : 1 "cl^tH) "T^i-^ 
w£fc«fc!K &@ffc£& (0. 5 8 8 g) *mL*sny-?h\JXmz. 0 
1 H-NMR (CDC 1 3 ) : 2. 3 2 ( 3 H, s) , 2. 6 8 (3H, s) , 
3. 48 (3H, s) , 3. 6 9-4. 0 2 (4H, m) , 4. 38 (2H, q, 
J = 7. 8Hz) , 4. 67 (2H, t, J=6. 6Hz), 4. 99 (1H, 
d, J = 13. 9Hz), 5. 12 (1H, d, J = 13. 9Hz), 6. 63 
(1H, d, J = 5. 7Hz) , 7. 2 9-7. 4 6 (2H, m) , 7. 62 
(1H, m) , 7. 8 1 (1H, m) , 8. 2 5 ( 1 H, d, J = 5. 7Hz) . 

14 

2- [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2 

-MJ7;l/tPxh^» _ 2 -t: o yvyl/] ^/V] */H7 >f =/t/] -1H-- < 
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F F 



F 



0 




RWtlfX (M)^Pn^f;l/) (i. 3 1 g) ©7h7kKn77>» (4 
OmL) ^7K7^Ts fcTUi?^ (1. 0 7mL) Ofl^7t Kp77« (2m 

2- Mf^T^y) hllMM* (2. 02g) £»!Lfc 0 

hy^^T$^(l. 84mL) ©7l>7tKn77«(2mL) «T 

& aait»ii*BHB^Lfc 0 asftfc* doomu ^an*., ^ 

Wt*?Sl> (10 OmL) -ettffiLfco H$b^vWI£0. 2Nl| (5 OmL) s 
fflnttitfc (10 OmL) X«ffifr'&, mfrffi®r?y*is$J>>T-ffl8iLft 0 MBM 
ffiU M^ff7tK077y (5 OmL) fcJ&#Lfc„ (R) -2- 
[[ [3-^^/1— 4- (2, 2, 2- MJ7;^nxh^>» _ 2 -t°y ^ 
*?vl'] */K7^/l/] -lH-^yX^^/-^ (3. 6 9g) bV 
(2. 0 9mL) , 4-v?^f;P7^y fcTJJ v>>- (0. 1 2 g) & 
»L N 6 0°CT6B#fUL ^M-e8B#r«#L7c 0 «EE»fi|^ N aWSfcte* (1 
OOmL) ^Px. N gj^fvi, (10 OmL) T*tttilUfe c P&^/WiSrS&fr! 
(10 OmL) T^#fts ^7XM^^^!7AT^L7c 0 2ftEft*8& % 

20 a^atufc, 

1 H-NMR (CDC 1 3 ) : 1. 3 2 (3H, t, J = 7. 2Hz), 2.2 
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3 (3H, s) , 3. 10 (3H, bs) , 3. 5 0-4. 2 0 (2H, br) , 
4. 22 (2H, q, J = 7. 2Hz) , 4. 39 (2H, q, J = 7. 9H 
z) , 4. 45 (2H, m) , 4. 80-5. 15 (2H, br) , 6. 65 
(1H, d, J = 5. 6Hz), 7. 36-7. 50 (3H, m) , 7. 84 
(1H, d, J = 7. 8Hz), 8. 35 ( 1 H, d, J = 5. 6Hz). 

-Btf&m 1 5 

^y^ntVU 2- [ [ (R) -2- [ [ [3-^^-4- (2, 

2, 2- h^-i/) -2-fc°]jv7l/| ^fvl/-] */K7^-,i/| -1 

b 




H 3 C-h( 



^It^ (H^nn^f;!/) (o. 5 0g) ©7b7tKn77^ (3 
OmL) \Z&&T S - (0. 4 OmL) Ofh7kKo77^ ( 1 m 

L) fc«TLfc, 7K^T, l«m #tMMl5T#b^y^nt° 
A- 2- (y^T57) ^A *-7$%-mmM. (0. 9 9g) fcS&bUL 
fc. bV^f-^T^y (0. 7 OmL) ©7h7tKn77yiI (lmL) £ 
i&TSU ^TlB#P«#Ufc 0 nn^f/v) (o. 5 0g) % 

fc'Uv^ (0. 4 OmL) ©7b7tKo77^ (lmL) , f ]} ^)VT 
%V (0. 70mL) ©7f7tKP77^I (lmL) &Jt&igfln L, ^M. 

"ci^rasi^Lyto w$±.mm, (somD ^jp^ s 
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(5 0mL) -CttUJ Lfc„ ffl$t^J L frm&mn&&fc (5 OmL) X^Wik. M 

7mm^y*is?j*T*i&mLtc 0 w&mmu i»fF7tKn77y (2 

OmL) \mmLtz. 0 (R) -2- [ [ [3-^^-4- (2, 2, 2 - hJJ 

!7/l^a^h^» 7/k7^^] -1H 

5;^V-/l- (1. llg) s hJJ^A-T^ (0. 8 4mL) s 
T^yt°y^V (0. 0 3 7 g) £»L N 6 0tT*12^ ifiT3 0^ 
^LTCo ^J±^^ n SSttfc* (5 OmL) SrJn^. N f^^yP (5 OmL) 
T?ttWLfc„ ^i^fvWf^g&Fn^ifck (5 OmL) TiftML SSTKflStSN-^ 

ib^ilSffeyy *^7A^B-r f^77^- (ffN&t^vl" : ^f-^= 3 : 

5s g ) %m&mfckLxntc 0 

1 H-NMR (CDC 1 3 ) : 1. 3 1 (6H, d, J = 6. 3 Hz) , 2. 2 
3 (3H, s) , 3. 0 8 (3H, b s) , 3. 4 0-4. 3 0 (2H, b r) , 
4. 37 (2H, q, J = 7. 9Hz) , 4. 3 2-4. 5 3 (2H, m) , 4. 
8 0-5. 2 0 (3H, m) , 6. 63 ( 1 H, d, J = 5. 7Hz) , 7. 3 
5-7. 50 (3H, m) , 7. 83 (1H, d, J = 7. 2Hz) , 8. 34 
(1H, d, J = 5. 7Hz) . 

6 

jy^v&u 2-[^f;K[2-[[[3-^^-4-(2 ) 2, 2- 



WU 2UU4/08043V 
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F F 



F 



»^ (MJ^nn^f^) (o. 5 8 2 g) ©7f7tKn77« 



(lmL) £^Tb7c 0 *#T\ 3 0^1im ##^il5THW^ 
y^ntVl^ 2- (y^/UT^y) Mtlfei: (l. I8g) 

£SlLfc 0 hV^f-/^T^.y (0. 84mL) h y t Rn 77 (1 
mL) fc8£&H^ ^-e2B^TO#Lfc 0 $cJ±3t» (8 
OmL) i:7X (3 0mL) W;WLtc 0 Bm^^mttftWU Mftilkm. 

7k (3 omL) -Tsmm&, M7k&^i?*^$j>.-?mMLtc 0 iEim ma 

»7h7tKn77y (2 5mL) ^?Lfc e 2- [ [ [S-y^vP-4- 

(2, 2, 2- h V hdrv-) - 2 - fc° U v 5 /!/] t=??V\ XjV7j=. 

^] -1H-^XV^Y-/1/(1. 73g) , hV^/UT^y (I. 3 1 
mL) N 4-i>*^;VT%J fc°y>^ (0. 0 5 7 g) £»]L, 6O°CT50# 
r«#L7t 0 «£Eaftfi|^ N (1 OOmL) t?k (5 OmL) 

»x: s m,wLtc 0 mm^^m^^u ma-km* (somu -e^m, 

n-^ Yf? 74 — : ^drf->-= 1 : 1 Tl^tt}) X^B L N $ b 

T 2 : 1 Ti&fcB) Vfltm bfc 0 y 7°n \?^—*rjV-^y-^& V) ffi^jk L, 
^ y/n fcVi^-TVi^ n i fcj; 0 N ff H<f|^t> ( 1 . 2 0 g ) 

1 H-NMR (CDC 1 3 ) :1. 31 (6H, d, J = 6. 6Hz) , 2. 2 



(2 OmL) KtK^Ts fc°yv>> (0. 4 9mL) Ofl>7tKo77« 
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3 (3H, s), 3. 08 (3H, bs) , 3. 50-3. 90 (2H, bm) 
4. 38 (2H, q, J = 7. 8Hz) , 4. 36-4. 58 (2H, bm), 
4. 79-5. 15 (3H, m) , 6. 64 (1H, d, J = 5. 7Hz), 7 
35-7. 48 (3H, m) , 7. 83 (1H, d, J = 7. .5 Hz) , 8. 3 
4 ■ (1H, d, J = 5. 7 Hz) . 

^ftiM 1 7 

■*l/*JjV 2- ItT-A, [ [ (R) -2- [ [ [3-^^-4- (2, 2, 
2-M)7;l/tnxJs^i/) _2-fc°y^/v] ^^/V] */K7>f - 1 H- 




mBM?, (MJ^PP^f/k) (0. 5 0g) (^)fl>7tKn77yiI (3 
OmL) ^7Kf^T, XV Vis (0. 4 0mL) ©ff7tKn77yff ( 1 m 

L) Sr^Tbfeo Tk^Ts l^F«f, t^^ie^btifc^^ 
2- (^f/>7 5/ ) (l. 0 8 g ) £«JLfc 0 

h y jcfvUT * > (o. 7 OmL) ©7f7tKn77^iS (lmL) Sr^T 
^T«^#L7t 0 ^J£$tM, a^tl^TK (5 OmL) g^ifeic 
(5 OmL) trffiWUfCo S^ft^^JiSrfiftAtt* (5 OmL) tttli 

(2 OmL) ^^?Lfc 0 (R) -2- [ [ [3-^^-4- (2, 2, 2- 
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X4%W-lV (1. llg) N MJ^fvKTSi' (0. 84mL) N 4-v^ 
^T$/try^ (0. 0 3 7 g) SrSISUU 6 0°CT«^#Ufc o *&Eft 
MttfcTk (5 0mL) SrJp^., Hl^^vU (5 OmL) titfilfc, ft 
8£^9vPjf £t&fn^:fck (5 OmL) T*^^ N iMv^v-r>i, T ^ L 

«fc!3\ &Mfb^& (1. 1 7g) fc*Sfe@#:£ LT#fc 0 

1 H-NMR (CDC 1 3 ) : 2. 22 (3H, s) , 3. 05 (3H, bs), 

3. 5 0-4. 2 0 (2H, br) , 4. 37 (2H, q, J = 7. 8Hz) , 

4. 46 (2H, m) , 4. 80-5. 10 (2H, br), 5. 17 (2H, 
s), 6. 62 (1H, d, J = 5. 6 Hz) , 7. 26-7. 48 (8H, 
m) , T. 7 7-7. 8 8 (1H, m) , 8. 33 (1H, d, J = 5. 6H 
z) . 

1 8 

2- [>^/V [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2- h y 7 
jVirn^h^y) -2-W it/is] **f->V\ -lH-^y^V^; 
/V- 3};V7$^;V\ T % / ] aifvl' t h 7 1 Kn t°7 ^- 4 - 

aft*— b 
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F F 



0 



0 




^UtT* (h^pn^f;V) (o. 4 8g) ©7h7tKn77^ (2 
OmL) ^tR^Tx t^v'y (0. 3 9mL) ©rF7t ^77^ (lm 
L) fc»TLfc 0 ?mTs 2 0&immt. 7T#fc*ifc2- 
fvl^TS/) rc^/u x h7fc Knt°7^-4— f/W hiftS^ft (0. 

9 6g) 3r»Lfc 0 hy^^T^^ (0. 6 7mL) ©7f7kKn77y 
(lmL) ^rMTm, ^T2B#r«#bfc 0 3&E»i|£^ ^»^7X (5 
OmL) £JHx. N g^rc^vi, (5 OmL) fiUjLfc, SM^^vWl&O. 2N 
( 2 0 m L ) % Hft£jfcjc (5 OmL) 2i7kfi»r ^ i/>)AT 

?fc*S Lfc 0 ^J±mii L N y$mm* s r h y t 7 7 >- ( 2 O m L ) fcfg#| Lfc 0 
(R) -2- [ [ [3-^^-4- (2, 2, 2- hJJ y;V^ru^Y^y) — 
2-h'V * *f-)V\ 4 - 1 H-^yX^f 5; ( 1 . 26 

g) s hy^/UT^^ (0. 7 1mL) N 4 -v 5 ^ § 7 W (0. 

04 2 g) ?r»L N 6 0^6^ mMx*mmm\~,tz. 0 wmim, n 

SMfefc* (5 OmL) £JD*. N SH^TVl/ (5 OmL) T^ffl Lfc„ 
ilSriafP^ilTk (5 OmL) Ti»|| s ^7K»^^!7 AT«Lt MJ± 

&@4fe ^iftstt v y 7j 7 a^p-7^77^ mm^ ^ - 
*-t>-=3 : 7, m^xmrn^f-^nm) -vmrn^ v^^^jv^ 

20 (1. 4 5g) fc*ifeHfr£ LTftfc. 

1 H-NMR (CDC 1 3 ) : 1. 64-1. 81 (2H, m), 1. 92-2. 
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03 (2H, m) , 2. 23 (3H, s) , 3. 09 (3H, bs) , 3. 40 
-4. 30 (2H, br) , 3. 45-3. 57 (2H, m) , 3. 87-3. 
9 7 (2H, m) , 4 r 3 8 (2H, q, J = 7. 8 Hz) , 4. 4 5 (2H, 
m) , 4. 77-5. 15 (3H, m) , 6. 64 (1H, d, J = 5. 7H 
z) , 7. 3 5-7. 5 0 (3H, m) , 7. 83 (1H, d, J = 6. 9H 
z) , 8. 3 5 (1H, d, J = 5. 7Hz) . 

&j$m 1 9 

2-t Y^y^JV 2- It^/ls [ [ (R) -2- [ [ [3-^^-4- 
(2, 2, 2- hV 7;l/tnx - 2 - 1° ]) *=f-}V\ ^ ~ 



&m\?X (M)^DP^f;k) (0. 5 9g) 07l^7tKn77y« (2 
OmL) ^»T, fc'JJv^ (0. 4 9mL) Ofh7tKn77« ( 1 m 
L) *«TLfc 0 tMZTs lOMm #t^il8Tl#b^2-^ h 
^v-r?vU 2- (*?VUT$/) oc^/u 0 7g) 

Sr^B'Lfc 0 hy^f-^T^^ (0. 8 4mL) ©7f7t Kn77yii (l 

mD mriks Mvimm^^itu mf±mm&, mm csomu 

^ SH^W' (5 OmL) TftttfJ Lfc G gfSfe:=.^Mg & 0 . 2 Nl» ( 2 
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OmL) s mQ-k&fc (5 OmL) X*m&'&s 

J*E*»U MST7b7tKn77>' (2 0mL) ^^?Lfd 0 (R) -2 
- C C [3-y fv^-4- (2, 2, 2-M)7;i/tnxf^) -2-t°]j^ 
/U] ^ 5vl/] ^y^^ ^ - i h-^<^XV § ^V— A- ( 1 . 8 5 g ) N h i) 

xf/>7^ (1. 0 5mL), 4-v^/KT^./ t°y W (0. 0 6 1 g) 

zmnu 6 o °ct 6 mm, ^uvsmmmwLt^ Mmm®, m^m^K 

(5 OmL) %m?Ls iUfcx^vv (5 OmL) T'itULt «^/Wi£HSfP 
(5 OmL) ^;«^^v'£ATi£^Lfc 0 MJ±m$'&s 

nmt^ (i. 3 9 g ) *mm&kLxmc 0 

1 H-NMR (CDC 1 8 ) : 2. 23 (3 H, s) , 3. 09 (3H, bs) , 
3. 37 (3H, s) , 3. 5 0-4. 2 0 (2H, br) , 3. 59-3. 6 
5 (2H, m) , 4. 2 8-4. 3 3 (2H, m) , 4. 38 (2H, q, J = 
7. 8Hz), 4. 46 (2H, m) , 4. 80-5.15 (2H, br), 6. 
64 (1H, d, J = 5. 7Hz), 7. 35-7. 47 (3H, m), 7. 8 
3 (1H, d, J = 7. 8Hz) , 8. 34 (1H, d, J = 5. 7Hz) 

2 0 

2- l^;v [ [ (R) — 2 — [ [ [3-^/^-4- (2, 2, 2-hyy 
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CH3 



»^.(MJ^DD/f;l/) (0. 5 9g) ©7h7tKP77yi$ (3 
OmL) ^7k^T\ t-yv 5 ^ (0. 4 9mL) Of h 7 t Kn 77« (im 
L) SrTFlt. 7jc^T> lOMHI, #%^M2 OTfcfcjftfc 2 - (_-c 
^/KTS/) Tirx- Mfi&& (0. 6 7g) £»L7i 0 

7^ (0. 8 4mL) ©7f7tKo77« (lmL) «TfIs 

iti?mm.WLtz 0 wsmwm^ts msm^ (somD mm^^ (5 

OmL) -ettWL7t 0 gM^/WpSr^n^ifck (5 OmL) T»fJK ^tK^ 
SI^^^!7AT^MLfc 0 illiU M^7f7t KP77^ (2 0m 
L) ^fi?Lfc 0 (R) -2- [ [ [3-^^-4- (2, 2, 2-M)7/U 
tPi^v^) -2-fc°y^/l/J ^;V7j-;v] -lH-^X^>y 

/-/l" (1. llg) % Y])^;VT%^ (0. 8 4mL) N 4-v^^/KT^ 

yt°y^^ (o. 0 3 7 g ) .^»l, 6 0°c«M#Lfc o mmm'&s n 
^m^7k (5 omD %Mx.s mst^/is (5 OmL) x^m Ltz 0 mm^^ 

Jf&&fP&4i&fc (5 OmL) il7k«-v^v'l7A-e^ML7t 0 Mi± 

*^s= 3 : 7, wt^xmk^^xmm •vmm-tzz.tKzv), mmfc&m 

(1. 5 8g) &M&7W7 7Xft®fckLXfflZ 0 
1 H-NMR (CDC 1 3 ) : 1. 2 5 (3H, m) , 2. 0 8 (3H, s) , 
2. 23 (3H, s) , 3. 30-4. 10 (4H, br) , 4. 23-4. 4 
5 (2H, m) , 4. 38 (2H, q , J = 7. 8Hz), 4. 75-5. 20 
(2H, br) , 6. 64 ( 1 H, d, J = 5. 7Hz) , 7. 35-7. 46 
(3H, m) , 7. 84 (1H, d, J = 6. 9Hz), 8. 36 (1H, d, 
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J = 5. 7Hz) . 

2- [-ry^Ptf^ [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2- 



#ci^ (MJ^pp^^) (0. 5 4 3 g) ©Tf7tKP77« 
(lOmL) ^7»Ts t s y^ (0. 4 4 5mL) ©7h7tKn77^S 
(5mL) »TU 0°CT3 0^m^t7t o S»##MM2 2T'#b 
frfc 2 - (-T y 7°n fcVKT 5 / ) Tir M^Ult ( 1 . 0 g ) 

t7c 0 hy^^/l-T^^ (0. 8 0 5mL) ©fh7tFP77>fI (5m 

l) &mms HT?3o»Lfc, s^^^jdEantfc^, mmm-M 

(3 0mL) ^APx., SHfcnfvl' (5 OmL) T*iiLfc 0 IM^fvWl&^fn 

(3 OmL) x«m&'&, m7mmi-hv$j*Ti&mu m=wmLtc 0 m 

bfct^Wfo*:"r hy t KD77^ (5mL) ^f^?L N (R) -2- [ [ [3 
(2, 2, 2-MJ7^tP^b^) -2-tfI) vvl/] y f- 

/i/] ^/w^^^/w] -ih— <yxv $yv-^ (l. 7 3g) x hy^^T 

$y (1. 5 3mL) x 4-v ? ^f-;^T^y fc°y i» (0. 1 3 4 g) ©rb7 

tKo77^ti (2 omL) 4 o o ct 1 2wmmwLtc 0 Rmwzu 
mMM^KMs n^m^ oomu mst**^ (5 0mD t^tti 
l^o mm^^mzmn'&mjk (3 0mD -cs^* iTkwtf^^-e 




o 
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5 0 g) Sr^7^77^t@fti: lt#fc 0 

1 H-NMR (CDC 1 3 ) 1. 2 0- 1. 4 0 (6H, m) , 2. 05 (3 
HXO. 4, s) , 2. 11 (3HX0. 6, s) , 2. 18 (3HX0. 6, 
s) , 2. 27 (3HX0. 4, s) , 3. 4 0-3. 6 0 ( 1 H, m) , 3. 
7 0-4. 6 0 (6H, m) , 4. 7 0-5. 2 5 ( 2 H, m) , 6. 65 (l 
H, d, J = 5. 8Hz) , 7. 30-7. 50 (3H, m) , 7. 75-7. 
90 (1H, m) , 8. 37 (1H, d, J = 5. 8Hz) . 

^fom 2 2 

^JV 2- Uy-?u\?,V [ [ (R) -2- [ [ [3-^^-4- (2, 
2, 2- MJ7/I/tDX h^rf) - 2 - fc° y v>/k] ^ ^] ^/^^-/k] -i 

h 




^IfebT^ (MJ^nn^f;U) (0. 4 6 7 g) ©7h7tKn77^ 
(lOmL) ^tK^T> fcTP^y (0. 3 8 1mL) ©7f7tKn77>fI 
(5mL) 0°CT*30^»L7t o 2 3 

tltz^/U 2- Wy7nf/V7^/) (1.0 
g) Sr&Lfc 0 hy^/^T5:^ (0. 6 9mL) (Drf7t Fo7 7yiS 
(5mL) Sraiftlffe, 0°CT15^ «T3 0#IWSa*Lfc o Ki»&MJ± 



WO 2004/080439 



PCT/JP2004/003075 



mmisfc^ m^mzyk (3 0mu srjq*. % wm^^ (somu tttmi 

)$J±$li|g Lfc 0 h7t KP77^ (5mL) fc&#U 

(R) -2- [ [ [3-^^-4- (2, 2, 2- hV ~7 )VOru^ h*cis) - 
5 2 - fc° p v 5 /!/] *yu:7 -Y -/P] - 1 H-^iyX^f $ ^/-/U ( 1 , 4 8 

g) > MJxf;k7^y (l. 3 2mL) N 4 — ^y^T ^ 7 fcf y S?^ (0. 
115g) Ofh7tKn77^ (2 0mL) JCjPx., 4 O °CT* 1 2 B#F« 
#Lfc„ S^&«BE*i|fcLfc& % aHHfofcTk (3 0mL) fcfln*., %m^,i, 
(5 0mL) TfttfflUfco B1*6^4'Ji£ISfn&!fi* (3 0mL) TifeifM^ & 
10 7KM7- r V *? AT-^U MffTObfc 0 »^^iJ^W7A7 P v r 

U «JBfc£4fc (1. 2 0g) Sr^Hfer^^T^JKSfr^LT^o. 
1 H-NMR (CDC1 3 ) : l. 20-1. 40 (9 H, m),2. 17 (3 
HXO. 6, s) , 2. 27 (3HX0. 4, s), 3. 40-3. 70 (1 
15 H, m) , 3. 7 5-4. 6 5 (8H, m) , 4. 7 0-5. 3 0 (2H, m) , 

6. 64 (1H, d, J = 5. 8Hz) , 7. 3 5-7. 5 5 (3H, m) , 7. 
75-7. 90 (1H, m) , 8. 38 (1H, d, J = 5. 8Hz) . 



2 3 

20 2 - l^y^u^^y/u [ [ (R) -2- 

-hV h vO - 2 - fc° y ^] 




[ [ [3-^^-4- (2, 2, 2 
Tirx- h 
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fitm^X (MJ?Dn^f;l/) (o. 5 9 3 g) ©f f7tKn77>18t 
(lOmL) ^7mT, ¥Vi?y (0. 4 8 5mL) £MTL?t 0 ?mT, 30 

T±T-hmmm. (1. 33g) SrSSbHUfc. MJx^;l/7 5y (0. 84m 
L) SrMTfL ^T2B#fM#bfc 0 RiSttJci^fe^^ (5 0mL) &fln;L 
7K (5 0mL) RUmmm7k (5 0mL) Ti»f£ N M?K«^ ^ $/ 17 A T 
ftjBIU SEllWlo T&Wfo-kT- f7t Kd77^ (2 0mL) U 
(R) -2- [ [ [3-^^-4- (2, 2, 2- MJ - 

2 - 1° y v 5 ^] y fvi/] *;vy 4 =./v\ - 1 h-'^xv $ &v>-)\> ( 1 . 6 1 

g) ^ h])=^^T^> (1. 2 1mL) RtM-^^yV-T'S / v 5 ^ (0. 

0 5 3 g) £r»U 6 0°CT2 4B#f H m^bfe 0 (5 0m 
L) Ztiaz., 7K (2 0mL) (5 0mL) T*gfe#^ N $t7k$E^ 
h y y AT^I U Mffi^ Lfc 0 m^&7 9 y is V 77 y^TJ 7A^7 
hy'yy^- mm^/ls :^*y->=l : 4, iS^TifcS^fvl'T^fti) 

mtZZklZ^V), WMi\&m (2. I2g) ^1ffe7W77t@fti:L 
T#7c 0 

1 H-MMR (CDC 1 3 ) : 1. 0 0-2. 4 2 ( 1 6 H, m) , 3. 3 0- 
3. 70 (2H, m) , 3. 8 0-4. 0 0 (1H, m) , 4. 27-4. 42 

(2H, m) , 4. 40 (2H, q, J = 8. 2Hz) , 4. 78 (1HX0. 
5, d, J = 13. 2Hz) , 4. 97 (2HX0. 5, s) , 5. 20 (l 
HXO. 5, d, J = 13. 2Hz) , 6. 67 (1H, d, J = 5. 8H 
z) , 7. 3 6-7. 4 6 (3H, m) , 7. 81-7. 91 (1H, m) , 8. 

3 9 (1H, d, J = 5. 8Hz) . 

2 4 

2- [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2 

y^V ^ — 1 /i/] r^y] 77-^ 
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M^tf7 (b))^nn^f;i/) (o. 2 3 8 g) £>x Y 7 fc Kn 7 7 iSfe&L 
(lOmL) MT, (0. 20mL) S:«TLfc, *J*T^ 3 0# 

##<3^c#i)2 6T*#b*Lfc2- (^PA^ 7 ^/) ^fyu i 
7VU ^-^-hi&Sfeift (0. 6 0 5 g) »Lfc 0 hyxf;i,7^y ( 0 . 
3 3 5mL) SrMTf^s Ml?2l$!1Ml#Lfc. SJ^CgM^^ (5 0m 
L) ^AOx., tK (50mL) (5 0mL) t^ifl, ^zkW^ 

n^!)AT«U ^ESHJib^o »rf7t Kn7yy (1 OmL) 
(R) -2- [ [[3-^^-4- (2, 2, 2-hy7/k/tPx 

h^v-) -2-trjJs?/i/| pt^/u] 7/1^7^-/1/1 -iH--<yxv^y^ 

(0. 60g) N h])^f-/^T^y (0. 4 5mL) W4-^^7^/f 

yv 5 ^ (0. 0 2 g ) sr^jpu 6onx*2 4mmmwLtz 0 Bcfcmmm^?- 

JV (5 OmL) SrJnA, 7K (2 OmL) &I«fn&&7k (5 OmL) "C2fe8*gU 

*W) T?«Wi-Sri:fcJ:9 % fflBft£4fe (0. 9 2g) ^|ffe7^^7 7 7 
ttHfci: LT#7C 0 

1 H-NMR (CD C 1 3 ) : l. 02-2. 2 7 (16H, m) , 3. 4 0- 
4. 60 (9H, m) , 4. 78 (1HX0. 5, d, J = 13. 2Hz) , 
20 4. 9 7 (2HX0. 5, s) , 5. 44 (1HX0. 5, d, J = 13. 2 

Hz) , 6: 69 ( 1 H, d, J = 5. 6Hz) , 7. 3 2-7. 5 4 (3H, 
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m) , 7 . 80-7. 91 ( 1 H, m) , 8. 38 ( 1 H, d , J = 5 . 6H 
z) . 

^J2 5 

2 — [ [ [ (R) — 2 — [ [ [3-^^-4- (2, 2, 2 - h!J 
)V-\-y()V\ %;Vt$~;V] T^y] T±T— h 



K^t^ (MJ^np^f^) (13. 4 g ) <Z)fh7t Kn77yM (3 
5 0mL) fcftftTs tfyi?^ (10. 3 8mL) SrffiTLfc. ?X^T^ 3 0# 
fflRfft^ ##-a^#!l 2 7 Tfc&ftfc 2 —T=- ]) J =-3- As T±T- YW&M. 
(2 5. 9g) £»Lfc 0 hy^ykT^^ (18. 4m L) £MTfJK gi& 

■c2i$[HHj^Lfci wmmm^., mmm\mm^^ (soomu ^zk (50 

OmL) SrJP^L, m#tfc D il#^?vWl&#&L N g&ffc&fcK (5 0 0mL) 

I:7h7t KD77y (3 0 OmL) \ZMM U (R) -2- [ [ [3-^A 
-4- (2, 2, 2-M)7/^nxh^>) y^/V] *^;7 

-lH-^yX^^^/I/ (4 1. 2g) „ hy^fvKT^ (15. 
6mL) &t>*4-v^^XS/ t°y (1. 3 6 3 g) £«IU 6 0°CT 

smmmw^o zntmrnm^/u (soomD * csoomu 

■C2|U % § &fcg&ft££zK (8 0 OmL) T$g*M£ s SSztojEgH- h U !)AT« 




.0 
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rc^/U : ^f-^=3 : 7, B^X 1 : ltfffl) XmmLtz 0 i?^<f-/U^~-f 
frfrt>1&M>fc1~ZZLk\zJ:*), wmfc&fo (54. i g ) *&&mt$b LT#7c 0 
1 H-NMR (CD C 1 3 ) : 2. 00 (3H, s), 2. 25 (3H, s), 

4. 15-4. 48 (6H, m), 4. 83 (1H, d, J = 13. 6Hz), 

5. 0 5 (1H, d, J = 13. 6 Hz) , 6. 6 7 (1H,. d, J = 5. 4H 
z), 7. 03-7. 45 (8H, m) , 7. 64-7. 69 (1H, m) , 8. 
4 0 (1H, d, J = 5. 4 Hz) . 



2 6 

2- [ [ [2- [ [ [3-^/l/-4- (2, 2, 2-h P^/^n^hdr 
v-) -2-fc°!J^] *=f-)V\ 7,)V7 4~)V\ -1 H-^O- XV %#y—fV-\ 
-4)V\ % )Vi$=.)V\ (7x=;l/) 7^7] ^/i/ Tirx— p 




0 

CH 3 

5 ill)^LTP^Lfc2- [ (7 7 

rir ^_j, ( 0i 5 8g) OTf7tKn77yfI(l0m 
L) H1 N 2- [ [ [3-^^-4- (2, 2, 2-MJ7/Ptnxb^) - 

2 - 1° y vVr] ^ ^/i/] */K7 ^ - 1 h—^xv 5: w—jv ( o . 73 

9gK pU^A-T^ (0. 5 5 8mL) M4-^W5y ^ 
CO. 0 2 4 g) 6 Ott'l 5l^f#Lfc 0 

(3 0mL) £7jH;i, 7k (5 0mL) ^^^tK (5 0mL) M 

Tmm-rhyv&x-ffl&u um.^mLtc a i»77r^^^7v^7 

ftM Lfc 0 n £ £ J; V N lIMfb^ ( 0 . 77 
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9 g ) zb&mftkLxmco 

1 H-NMR (CDC 1 3 ) : 1. 9 9 (3H, s) , 2. 2 5 (3H, s) , 

4. 2 0-4. 4 8 (6H, m) , 4. 83 (1H, d, J = 13. 6Hz) , 

5. 05 (1H, d, J = 13. 6Hz), 6. 67 (1H, d, J = 5. 8H 
z ) , 7. 03-7. 4 5 ( 8 H, m) , 7. 64-7. 69 (1H, m) , 8. 
40 (1H, d, J = 5. 8Hz) . 

2 7 

t e r t-^/P [2- |>9vU [ [ (R) -2- [ [ [3-^^-4- 
(2, 2, 2-MJ7^P^f^» -2-fc°!J vVu] 

/t/j -iH-^yx^^y^-i-^;v] r^y] -3-t°y 



(MJ^pn^f^) (0. 3 0g) ©7f7t Ko77yiS (2 
OmL) £zk#T> (0. 2 4mL) «TLfc 0 *#T\ 3 0« 

##^M2 8-C#e>tLfct e r t-^/l^ [2- (^W^y) - 

3-t°y^] (0. 7i g ) zmunu m.&x2mmm 

wltc 0 mmLftrnfazmwiu mt^wmt^Lit 0 »^fh7tKo7 

7^ (2 0mL) C^U (R) -2- [ [ [3-^^-4- (2, 2, 2 

- hV yjviru x. h ^-s/) - 2 - 1° y vVi/] y ?vi/j - 1 h—< 

y^V^y^ (0. 9 2 g ) x hV^juTKy (o. 7 0mD M4- 

v^/U-T^/ tTJJ v>> (0. 031g) £»U 6 O°CT10#f«^tfc o 
M»£7k (5 OmL) SrJJUi, jg^^/u (5 OmL) V 2 H&ttJ L7£ 0 » 
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^77 4- mm^f-^xmm) xmmi-^^t^^v)^ wmi\&® (o. s 

8 g ) &$m&TW7 T *Sm& t LT#7t 0 

1 H-NMR (CDC 1 3 ) : 1. 46 (9H, s) , 2. 25 (3H, s) , 
3. 54 (3H, s) , 4. 37 (2H, q, J = 8. OHz) , 4. 95 (2 
H, s) , 5. 15 (1H, d, J = 14. OHz) , 5. 27 (1H, d , J 
= 14. OHz), 6. 63 (1H, d, J = 5. 4Hz) ,7. 26-7. 4 
5 (3H, m) , 7. 6 9.-7. 8 7 (3H, m) , 8. 33 (1H, d, J = 
5. 4Hz), 8. 44-8. 46 ( 1 H, m) . 

2 8 

2-[^f/l'[[(R) -2-[[ [3-^/1—4- (2, 2, 2- 7 
;Vfr axhdfv') - 2 - fc° U vVl/] ^ 7^}V7 4 — /Kl - 1 H-^< yX>f 5 



^RfcT^ (b^PP^f^) (1. 4 6g) ©Tf7t KP77yfI (3 
OmL) fc*#T\ (1. 16mL) *»Tlfc. 3 Oftmt 

(2. 5 7g) St^JBU aT3P#r«#L7c D tffffl LfcgftfciiBiJ U ffift 
£MlBtlfL7c 0 i«Tf7tKP77^ (40mL) fc$g#?U (R) - 
2- [ [ [3-^^-4- (2, 2, 2- hV7/l'jrv^h*i') -2-fcfy 
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Jf-^l 7.)vy^z^jv\ -iH--<yxv^V^ (4. 4 l g) N h 
yxw^y (3. 3 3mD M4-^W^;t o y^y (0. 15 

g) &»u 6 o°ct*i 8mmmwLtc 0 %j&m\z*. doomD 
mm^-f-^ (i o omD x^ffibfc mm^/^m^m.m^m^ doom 
l) vmm&s m^mi-hv >>at«u ^e«l^ 0 M^yr^ 

ii/!l*W7A^nv h^'^y^— (Tir : ^^f-^= i : 4 % J^T 

ftrtSr^KJ;!^ HM^^ (2. 7 6g) ?£&&mWt LTf#fc 0 
1 H-NMR (CDC 1 3 ) :2. 10 (3H, s), 2. 00-2. 30 (3 
H, br) , 3. 2 0-3. 5 0 (3H, br) , 4. 38 (2H, q, J = 7. 
6Hz) , 4. 7 0-5. 2 0 (2H, m) , 5. 2 0-5. 5 0 (2H, m) , 
6. 65 (1H, d, J = 5. 4Hz) , 7. 10-7. 82 (8H, m) , 8. 
38 (1H, d, J = 5. 4Hz). 

&f&M 2 9 

2 - [ [2- (Ti^/I/^rv-) ^,V\ [ [ (R) - 2 - [ [ [ 3 
- 4 - ( 2 , 2 , 2 - h y j, ^ *y) - 2 - fc° J) i^/k] ^ ^] 




CH. 



^tf* (MJ^pd^^) (o. 5 0g) ©7f7tKn77^ti (3 
OmL) ^?K^T> t^v 5 ^ (0. 4 0mL) ©7b7tKo77« (lm 
L) £$iTbfc„ tK^Ts 1 O^F«t, ##^M3 0T#^^fc2- 
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[ (2-7tfW^xf^) xf;i. T-^X-hil^ (l. 13 

g) £»bfc„ MJ^fyl/T*^ (0. 7 0mL) ©T^7tKP7 7« 

(lmD «t^, ^T2B#r H m#bfe 0 ffiMisftmfc&ffimu mmm 
mmmLtz 0 mmmmm^^ (2 0mD mm\,tz.mw*m\^ 

m&*WRMM Lfc 0 a^^x Yy)iYnyyy ( 3 o m L) Lt~ 0 
(R) -2- [ [ [3-^^-4- (2, 2, 2-yy7/Vjrx2^y*c?y) - 
2 - t° ]) * 4 n/v] - 1 H— <^X-T $ ?V*-JV ( 1 . 4 8 

g ) s hV ^)VT ( 1 . 1 2 m L) , 4 - 5VkT 5 y t°U i^>- (ftMft 

ft) fc*flPU 6 0°CT«^#L/t o Mfcfc* (5 0mL) £ 

mZ^fr (5 0mL) T-ttttJLfc ilife^fvl^a&ffc&fok (5 0m 

;v (2 0mL) fcjgflpu ^t^»x.TH-^#L^ 0 MlriigiJ U « 
£^J±»-f 6 r. £ \zl i 19 , listed ( 1 . 6 0 g ) %m&T*;isy 7 ^ m 

1 H-NMR (CDC 1 3 ) : 2. 0 6 (3H, s) , 2. 0 8 (3H, s) , 
2. 24 (3H, s) , 3. 40-4. 4 5 (8H, m) , 4. 39 ( 2 H, q, 
J = 7. 9Hz) , 4. 88 (1H, d, J = 13. 2Hz) , 5. 05 ( 1 H, 
d, J = l 3. 2Hz) , 6. 66 ( 1 H, d, J = 5. 6Hz) , 7. 38- 
7. 5 0(3 H, m) , 7. 8 7(1 H, d , J = 6. 9Hz), 8. 3 6(1 
H, d, J = 5. 6Hz) . 

3 0 

[ (2S) -1- [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2 - |> 

-f $ yy-sis- 1 --f/kl ^7^^^^] - 2 - k°P y y T-tx- 
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&B&^* (h^BP^f/l') (0. 5 0g) ©ff7tKP77y$I (3 
OmL) ^tK^T> tfUi?^ (0. 4 0mL) ©7f7tKn77« (1m 
L) SrlTUfc. tK^T, lttlffllttfk #t^M3 1T'#b^ (S) -2 

-t°py^/^^ T±T<-h£sm (o. 9o g ) ^»tfe 0 hy^f- 

/l-T^^ (0. 7 OmL) ©7h7tKn77« (lmL) Sri&T^ g& 

-e2H#p B w#Lfc 0 ^Eiits mmKTk (somu srjp^t, 

(5 OmL) T'ttffiU ^TKM^^v-^AT^L/Co iEIil, g|g J #> 
h7t Ko77^ (2 OmL) ^fifLTt, (R) - 2 - [ [ [3-^/U- 
-4- (2, 2, 2- MJ7/l/*03ih#^) tf-fV} *;V7 

j~;V\ - 1 * (l. llg) N MJxf/kT^y (0. 

8 4mL) „ 4-^f;l/7 5; t°U (0. 0 3 7 g) &m\\U 6 0°CX* 
£&^2BR|Jf#Lfc„ «JE»fl|^ % JRgfcfc:* (5 OmL) S:Jnx. N 
(5 OmL) TtttB Lfc D M^/Wl £f n^7k (5 OmL) T? 

/l/ : — df-f-^= 3:1, iV^T^txf;K j^TT-fer h y : g^rc^yu= i : 
4, M^T2 : 3-e^W) TJ^i-Sr^^J; «9\ lIM^tl (0. 8 Og) * 

1 H-NMR (CDC 1 3 ) : 1. 80-2. 30 (4H, m) , 2. 09 (3 
H, s), 2. 30 (3H, s), 3. 39 ( 1 H, m) , 3. 50-3. 62 
(1H, m) , 4. 2 0-4. 4 5 (4H, m) , 4. 58 (1H, m) , 4. 
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89 (1H, d, J = 13. 5Hz), 4. 96 (1H, d, J = 13. 5H 

z) , 6. 65 (1H, d, J = 5. 9Hz) , 7. 3 6-7. 4 8 (3H, 

m) , 7. 89 (1H, d, J=8. 7Hz) , 8. 38 (1H, d, J = 5. 
9Hz) . 

3 1 

^?V> I^JV [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2-h 



(MJ^no^f^) (o. 5 0g) ©7f7kKn77yfi (3 
OmL) fcfcftT\ (0. 40mL) ©7h7tKo77^» (lm 



(0. 77g) £»Lfc 0 hJJxf/V7^ (0. 70mL) ©ff7tKo 

777ti (lmD *mT'&, mMx*immm^ 0 mmLtzmfc*m%\i^ 

®M%mj£fflfcV1to ffigmzfo (5 OmL) &fia3L, gm^/i, (5 OmL) 
TttWU. Wife^^jl«rfilSft*Stt* (5 OmL) Ti»# s ^TkM^*-* 
v'«7^T*^j!tLfc 0 ^ESftiftU I»Th7tKn7 7 y (33mL) 
fi?Lfc„ (R) -2 - [ [ [3-^^-4- (2, 2, 2-M)7;^nxb 

h^-Mfc (1. 3 7g) N 4-^^/UT$y k°y («*) £»L, 
6 0°CT«ii#Lfe o Mi±a«s a»^7K (5 OmL) SrJpx. N 

(5 OmL) TttttSLfc 0 IM^/Wf ££&fq^:fck (5 OmL) Tr»f£ s 




0 




L) *|Tlfc. 7jC^T, 3 0«fl fvl^>i 
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W) <H£«fcD, HMfb^ti (o. 40 g ) £^&r^/K7 7* Wfl 

W-t LT#7C 0 

1 H-NMR (CDC 1 3 ) : 1. 3 3 (3H, t, J = 7. 1Hz) , 2. 2 

4 (3H, s), 3. 10 (3H, bs), 3. 70-4. 30 (2H, br) , 
4. 28 (2H, q, J = 7. 1Hz) , 4. 38 (2H, q, J = 7. 8H 

z ) , 4. 82-5. 10 (2H, br), 6. 63 (1H, d , J = 5 . 5 H 

z) , 7. 34-7. 5 2 (2H, m) , 7. 70-7. 9 0 (2H, m) , 8. 

32 ( 1 H, d, J = 5 . 5Hz) . 

&j£093 2 

2- [ [ h^y-2- [ [ (4-;* h^>~3, 5—^^-2- 



^Htf* oy^pcM^) (o. 3 4 4 g ) ©7f7tKo77^i 

(lOmL) }C7ja£T\ t^v^ (0. 2 8 1mL) ©f f7k Kn77« 
(5mL) ZffiTU 0°CT3 0^r«#t7c D £J&^##£$M 5 T# ktl • 

7t 2 - ^ / ) s-f-zu ^<yyi- h jftifetft ( o . 7 5 o g ) L 

fc 0 hV^f-^T^y (0. 48 5mL) COx h7t Kn77>« (5mL) 




0 



0 
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a»J^7K (3 0mL) ^m^f-JU (5 0mL) "C^tti Lfc 0 $ftt^=F- 

^m^ma^7k (3 0mL) TgfcMt ^TKM^b y !>A-e«U, »±fl 
fiLfc 0 H&llf^»7f7tKP77y (5mL) M«PU 5-^ 
9 s- 2 - [ [ ( 4 h ^ ^- 3 , 5 - 2 - t° y vvV<) ^ ?vi/j 

7 4—)^] -lH-^y^^/-/V (1. Og) , MJ^/KT^V (0. 

8 0 8mL) „ 4-v^^/VT^/ t°y (0. 0 7 1 g) (Of by t Kn7 
7>1SSSft (lOmL) teJqfc x 4 0°CT1 8B#p B m#Lfc 0 K*S?SS:«JE«ijg L 
fcf£ s aMU-zk (3 0mL) &An?U f^^/U (5 0mL) "CffttU Ufc 0 S 

^^n^fp^TR (3 0mD vim®. m7mmi-bv v&vm&iss 

[ [ [6-^ b^y-2- [ [ (4-^ b^y-3, 5-i^^vu— 2 - try v> 
/Kl (^/v) T5:/] ^yy*x-h©i : 1*1^ (1. 5 0g) & 

^7^77^Wi: LT#fc„ 

1 H-NMR (CDC 1 3 ) :2. 05-2. 35 (6.H, m) , 3. 00-3. 
30 (3H, br) , 3. 60-4. 40 (8H, m) , A. 60-5. 10 
(4H, m) , 6. 8 0-7. 0 0 ( 2 H, m) , 7. 2 0-7. 7 0 (4H, 
m) , 7 . 9 5-8. 2 5 ( 3 H, m) . 

£j£0»J3 3 

3- 1*?>V [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2- by 7 
yu^-na: h df $✓) - 2 - fcf y S?/V] ^ ^7-< - 1 H-^l/XJ 5 
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M£tf* (M)^on^f;U) (0. 5 8 2 g) ©7f7t ^77/11 
(2 0mL) \Z%ftT> (0. 4 8 5mL) ®7>7tKn77^I 

(lmL) ilTLfc, Tk^Ts lB#«#m, jfct^j3 2T#btLfc3- 
*f~)V7 % ; ) tvu ^y^x^- h^Sa ( 1 . 3 8 g ) fcj&tjq L/c 0 h 
JJxW^y (0. 8 4mL) «fh7kKP77« (lmL) &$rFfJL 
^T2B#f B W#Lfc 0 «S»fc7K (4 0mL) SrftliL W^f- 

/I- (8 0mL) ^WL^._ft»3i^JiSr<WlA!fcic (2 5mL) T*W&fc. 
l7fC«Tn^!>A«L^ ^JBtlfU i»Tf7tKP77^ 
(2 0mL) ^ft?bfc 0 (R) -2- [ [ [3-^^-4- (2, 2, 2- 
h y 7;>tni h^vO - 2 -try SM'] ^/V] ^/l^ =:/U] - 1 H— <V 
XV^V-zMl. 6 3gK hV^f-^T^y (1. 23mL), 4-v^ 
fv^T 5 / t° y v>>- ( 0 . 054g) U 6 0 °CT 4 f«tf # L 7c 0 M)± 

mmks msvofrTk (4 0mD *nz_ s mst=^^ (somu t^tuit, 

S-gktfvHB ^I^B^TK ( 3 0 m L) Tifei^ MtKM^ ^ f * A T*f£J£ 

ufc. ^EEmUs M^»>!)7JW7A7P-7h^77^ mm 

^;V:^*y-y=l : 2, ttVvf 1 : lt« tflt^tm^ ffiJI 
{b£4fe (1. 2 6g) ^HfeT^^r^JRHfr^ LT#fc 0 
1 H-NMR (CDC 1 3 ) : 2. 21 (3H, s), 2. 20-2. 30 (2 
20 H, bm), 3. 06 (3H, bs), 3. 60-3. 75 (2H, b m) , 4. 
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36 (2H, q, J = 7. 8Hz) , 4. 3 0-4. 5 0 ( 2 H, b m) , 4. 
80-5. 15 (2H, bm) , 6. 62 ( 1 H, d, J = 5. 7Hz) , 7. 
2 6-7. 4 4 (5H, m) , 7. 54 (1H, m) , 7. 81 (1H, m) , 
7. 9 3-8. 0 3 (2H, bm) , 8. 35 (1H, d, J = 5. 7Hz) . 

£$$13 4 

2- 1*1- A, [ [2- [ [ [3-^A—4- ( 2) 2, 2-h!J7;^Px 
h - 2 - b° U ^ fvl"] *;V7 j ~;y\ - 1 H-^OX^ * PS—fr 

-1-4 As] jJAstf—As] T%/~\ f]>7t Knt B 7y-4-{;V # 




^RtT^ (MJ^bp^ fvl^ (0 . 5 8 2 g ) (D"r h 7 t Kp7 7 >1gs?£ 
(2 0mL) ^tK^T> t o yv>^ (0. 4 8 5mL) ©7F7tKP77^ 
(lmL) «Tlfc. 7k7£T, 2 0«m ^^J17T#b^2 
- MW?/) 3^5- As Tb7tKPt7y-4-^f;i/ # — zfr* — hJftgfe 
Mil. 4 3g)£r»Lfc 0 hy^^T^^ (0. 84mL) ©rf7tK 
°77« (lmL) ?rlTt^ 3 B#rajf# Lfc„ ^BEf^tfJL a»J 

£7k (3 0mL) &;&nx., IWxf^ (8 0mL) "CtttU Lfc„ H^^/WiS: 
^P«tK (2 0mL) l7«v^^-?A«lfc D MlEMIj 

U SfM7h7tKn77V (2 0mL) te$g#Lfc 0 2- [ [ [3-^ 
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)V~A- (2, 2, 2~MJ7/^n^h^v-) -2-fc°yvvl/] 7,jV 
y 4 =^)V\ - l ^y-/k ( i . 6 3 g ) s hV ^;vt \> ( 1 . 

2 3mL) s 4-i V*f-)VT%J t°JJ (0. 0 2 7 g) »U6 0tT' 
17. 5f$IM$Lfc 0 ^l±«^, ^»^7K (5 0mL) jgmtsif- 
^ (12 0mL) -CttttltfCo IM^^jf^fP^Tk (3 0mL) -«## N 

A^ovb^77^. (gfE^x^/i/ : ^f->-= i : 2n jfcVvfl : lTfW) 

^=1:1, 3^X2 : lT*fi) TltML/t, V^^-^frk*)^^- 

s^k*^ wm\&® (i. 2 3 g ) *m&m&kLxmfr 0 

1 H-NMR (CDC 1 3 ) : 1. 64-1. 81 (2H, m) , 1. 92-2. 

03 (2H, m), 2. 23 (3H, s), 3. 10 (3H, bs) , 3. 40 
-4. 30 (2H, br) , 3. 46-3. 59 (2H, m) , 3. 87-3. 

99 (2H,m), 4. 39 (2H, q, J = 7. 9Hz), 4. 45 (2H, 
m) , 4. 7 7-5. 15 (3H, m) , 6. 6 5 ( 1 H, d, J = 5. 4H 

z) , 7. 35-7. 50 (3H, m) , 7. 85 ( 1 H, m) , 8. 36 (1 
H, d, J = 5. 4Hz) . 

3 5 

^f-7U 2- [ [2- [ [ [3-?if-/U-4- (2, 2, 2-hy^ 

/l^tnx h dp-v) - 2 - t° y vv!/] ^ ^vkl >f rvv] - 1 O-X-f ^ 
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CH 3 

fikm^X (H^oa^f^) (0. 5 8 2 g) ©7f7tKn77« 
(2 0mL) ^?K^Ts WW (0. 4 8 5mL) ©7f7tKo7 7« 

2 - ^ / ) z^j-jv vmmm. ( i . iog) 

Lfc h U =c^;VT 5: y (0. 8 4mL) ©7b7t Kn7 7^I (lmL) 
£MTfL ^-t?3B^ff#bfc 0 ^J±H$lf£s 2N?«0te* (3 0mL) 
ffl&xJl-jX, (8 0mL) TfttWLft. f»^/l'Ji Srfi&fiteifcdc (3 0mL) T? 
jfe^ te^^-T^^^A-e^LfCo ilillU »&7h7tKn 
77^ (2 0mL) fc^fl? Ltz 0 2- [ [ [3-/^-4- (2, 2, 2-h 

U7/vtoxh^) -2 -try tf-jv] 7.)vy4~jv\ -ih-^x 

>f$*V— A' (1. 6 3g) s MJxf/kT^y (1. 2 3mL) s 
;kT 5 7 t° y V ( 0 . 0 5 4 g ) U 6 0 °CX* 1 4 B#^» Lfc„ »± 

^ifts (4 0mL) SrJq^ N gfcH^A' (lOOmL) -ctttijut, 

^^^gSrl&fP^tfoK (3 0mL) ^7K«^^^-> A« 

xf/P: ^17-^=1 : 2, geVv-Cl : lT*ti) "T?ffif§!iUfc„ vC V U # ^ 
iVfryMwypyy*— (gfigt^f/U : ^df-f-^= 1 : 1, 8fcvvf 2 : It" 
^t±J) -CfflRK-t-SriJcJ;*), HMfb^ (l. 2 7g) ^7^77^t 

1 H-NMR (CDC 1 3 ) : 1. 32 (3H, t, J = 7. 1Hz) , 2. 2 
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3 (3H, s) , 3. 09 (3H, bs) , 3. 5 0-4. 7 6 (4H, br) , 

4. 21 ( 2 H, q , J = 7 . 1 H z ) , 4. 38 ( 2 H, q, J = 7 . 9 H 

z) , 4. 84-5. 14 (2H, m) , 6. 64 (1H, d, J = 5. 6H 

z) , 7. 36-7. 46 (3H, m) , 7. 83 ( 1 H, d, J = 7. 2H 
z) , 8. 3 4 (1H, d, J = 5. 6Hz) . 

^36 

zz-f-fV 2- [ (S) -2- [ [ [3-^^-4- (2, 2, 2 

- h U 7)Virxizx- h dri^) - 2 - fc° y */V:7 ^ -/i/] - i h— < 




0 
0 

< 

CH 3 

Klk^ (bP^nn^f^) (0. 5 8 2 g) ©rf7tKn77« 
(2 0mL) JCJk^Tx (0. 4 8 5mL) ©7f7tKn7 7>il 

(lmL) Sr^TL^io ?mr, ItifM&W&s tt^il 4T*#bttfc^ 

;w 2- (^w^/) (i. log) 

fc„ MJ^/UT5^ (0. 84mL) Cff7kKP77^ (lmL) Sr 
ITI, £MT?2l$|HiJ|#Ufc. Ml, Mfflfe^TK (3 0mL) «lx. s 
ffl&^,V (8 0mL) TttittLfc. g^^^»Srfi^JAifi7K (3 0mL) T 

77> (2 OmL) m^LfCo (S) -2- [ [ [3-^^-4- (2, 2, 
2- h y 7^toi -2-t'y^] ^7^^;V] -1H- 
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^XV^^/U (1. 15g) N YV^JVT^^ (0. 8 7mL) s 4- 
^W$yt°!J^y (O. 0 3 5 g) £»U 6 0°C-C1 2B#OT#t7c c 
^flEil^s aS^I^Tfc (3 0mL) «rJ|I*. % SSfeac^l/ (lOOmL) TttW 
Lfc D R«^/HS«:l&Si£itok (3 0mL) -e»^ N M-tKW-^^^^^ 

(Sixf;^^ty=i : 2n J*V^1 : 1 T^ffl) Tif§gLfc 0 Sfcr^vu 
^-x;^J:'9^ B 0 'fb1-^r^^ < t t) % ffijfift^ft (0. 4 0g) £Mfe@f££ L 
T#7t 0 

1 H-NMR (CDC 1 3 ) : 1. 3 2 (3H, t, J = 7. 2Hz) , 2. 2 
3 (3H, s) , 3. 10 (3H, bs) , 3. 5 0-4. 5 6 (4 Ft, br) , 
4. 22 (2H, q, J = 7. 2Hz) , 4. 38 (2H, q, J = 7. 9H 
z), 4. 84-5. 14 (2H, m) , 6. 65 (1H, d , J = 5. 6H 
z) , 7. 3 4-7. 5 0 (3H, m) , 7. 85 ( 1 H, m) , 8. 36 (l 
H, d, J = 5. 6Hz) . 

£$093 7 

2- [ [ [5-^ h*i/-2- [.[ (4-^ 
tV- 2 - 1° y vvlO ^ fvi^] -f ~/Vl -3H-f^V [ 4 , 5 - b ] t? 
3 -4 /V] jj/Vtfx./V] {^=f-;v) T^y] ^J-JV f 




0=^ 
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j^HHf* (hP^nn^f;!/) (0. 5 8 2 g) ©r h7 t Kn77 
(20mL) JCjfC^Ts t 8 y>^y (0. 4 8 5mL) ©7f7kFD77yg$ 
(lmL) ^MTUfCo 7K^Ts 3 0«m #^14^ife^fcif;l/ 

2- jj-y$*-himm. (i. io g ) ^»itfc 0 

Kyxf;i/7*y (0. 8 4mL) ©7 l-7t Kn7 7^tl (lmL) £$TF 

I?£T'2. 5#W«#Ufc. j$J±$tll^ aW^TK (3 0mL) %M?L, 
ffi&x.'T'A, (8 0mL) T*tttHUc 0 iM^/Wl^fn^zk (3 0mL) T? 

77^ ( 2 0 m L) LTt, #§|Sg 63-146882 fclBft^SfcT'-g^ 

tfd5-^ b=3rv--2- [ [ (4-^ 5 - v 5 ^ fyW- 2 - t° JJ v> 

M *)V74~;V\ -lH-^S^V [4, 5-b] (1. 4 

4g) N hV^^-^T^y (1. 1 6mL) , 4-i?/=f-/VT ^ / t° ] J i/y (0. 
0 4 9 g) 6 0°C-e6B#W#tVc: o ^±ItfS^ ££»J^7X (3 0 

mL) SrJP^L, f^^/l/ (lOOmL) T#jfflLfc 0 gfcg|^/l'Jg&g&ffcfe& 

7X oomL) T«^fi, ^fflt?y*i'VJ*-vfflkvft 0 ummm^ ism 

«t 0 s (0. 7 2 1 g) Sri^gfls^ LT#t 

1 H — NMR (CDC 1 8 ) : 1. 2 5- 1. 3 4 (3H, m) , 2. 23 (6H, 
s) , 3. 15, 3. 32 (-8-U-3H, s) , 3. 72 (3H, s), 3. 90 
-4. 53 ( 9 H, m) , 4. 86 (1H, d, J = 1 3 . 4Hz), 4. 95 
(1H, d, J = 13. 4Hz), 6. 79 (1H, d, J = 8. 7Hz), 7. 
95 (1H, d, J = 8. 7Hz), 8. 22 (1H, s). 

3- J&M3 8 

2- [ [ [5-^ h*i/~2- [ [ (4-t« h^-3, 5—^^/1—2- 

trp^/i/) -sH-^rs^y [4, 5-b] eyt?^- 

7^/] a^/l/ Tirx— b 
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0 

CH 3 

^16 tT^ (fP^Pn^f;u) (0. 5 8 2 g) ©7h7tKo77« 
(2 0mL) fc*#T> (0. 4 8 5mL) ©7h7tKn77« 

(lmL) SrfiTtfc. **Ts 3 0«m 2 Tf»fe*Lfc 2 - 

fvurs/) r±^-mmm. (o. 9 2 2 g ) sr^bnt^o 

JVT^y (0. 8 4mL) ©rh7t Kn77« (lmL) <H$TF^ ^ 
^2B#f«^tfc G MffcKTk (30mL) fcbn*, 

(8 0mL) TttttJUfeo I^^/^l^i^n^TK (3 0mL) Ti5fc## N #£ 

TKfiS^^^^^-cftjSfttTto u mgyo&rh?* Kn7?y (1 

0 m L) ^» t7c 0 #P?PS 63-146882 Kf2«<7)#feT?£j$ L7c 5 - ^ 
b*is-2- [ [ (4-t« h^V-3, 5 fvl'- 2 ^) ^/l/J 

-lH-1'^y [4, 5-b] t-y^y (0. 8 5g), bV 
^JVTX^ (0. 7 0mL) N 4-^f^7 5 7t°y^y (0. 0 2 5 g) 
£»U 6 0 0 C-t?5B^f#L7to «JBE*«g^^ mmmfcfc (3 0mL) Srin 
^ j^n^vu (9 OmL) -tfttWU, S^H^^SSr^P^Tk (3 0m 
L) Ti5fc##, M7KW^^i/r>A-e|t^L7c 0 ^ffi^ifts Stt^Iltl 
y]J*^7A^nvF^77^- Qgtfggt^A' : ^-^V= 1 : 2 N §^T 

1 : it« T*»jHLfc. ^x-f/^^iTO:aa^ tin 

(o. 1 7 3 g) *m&mfck Lxntco 

1 H — NMR (CDC 1 3 ) : 2. 0 4, 2. 0 9 (li=HH" 3 H, s) , 2. 2 4 

(6H, s ) , 3. 13, 3. 30 (-^ff- 3H, s) , 3. 45-3. 97 (2 
H, m), 3. 72 (3H, s), 3. 97 (3H, s), 4. 15-4. 50 
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(2H, m) , 4. 85 (1H, d, J=13. 1Hz) , 4. 96 ( 1 H, d, 
J = 13. 1Hz), 6. 80 (1H, d, J = 8. 9Hz), 7. 96 (1H, 
d, J = 8. 9Hz) , 8. 2 2 (1H, s) . 

2- [ [ [5-* [ [ (4-^ 5-yy-^JV-2- 

^JJSVvO tf-M W7 4~AS\ [4, 5-b] fcfy^>- 

-%fVi$=.}V\ (7^;V) T^/l x.J-A' T-fex- h 




0 

°=< 

^ifetr* (MJ^Dn^f/I/) (0. 2 9 1 g) 07f7tKP77« 
(lOmL) ^7k^T> k^v'y (0. 2 4 3mL) h?t Kn7 7^fl 
(lmL) SrffiTLfc. 3 0&mffl#&, ##M2 7X11^:2-7 

-y/^/W Tir^-h^^(0. 6 4 7 g) £«lL7t 0 h ]J =cf-jVT % 
y (O. 4 19mL) ©fb7tKP77^ (lmL) £$TF^ 
Sffit*#Lfc 0 &£ft*8& »S«t7K (2 0mL) £A0;U Hxf/l, (5 0 
mL) T*ttffiLfc 0 Sl^fvMl^ffcfelfck (15mL) "Cife8H& N &zk?5£& 

»E$tlfU a«7f7tKP77^ (10m 
L) £$$?Lfc„ MfBS 63-146882 ^fE«4<£#}£T"£$ Lfc 5 h ^ 
i/-2- [ [ (4-^ h^iX-3, pifvU] 

[4, 5-b] t-yv 5 ^ (0. 8 6 7 g) s hy^ 
(0. 6 9 7mL) , 4-^ W^t"!)^ (0. 0 2 0 g) 
fcJ&OHU 6 0°CT1 O0^ff#tfCo icJ±H»L B»^7k (2 0mL) £ 
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MX., BB&x.fvl' (5 0mL) t^ffltt, mm^^m^m^Ulk^ (15 m 

^!J*W7^P-rh^77^- (S^tfvl' : ^M*-^= 1 : 1 "C^W) 
TUMbfCo 5?^/^-7 l ^J:!9lS^tt-5r.i:fc«t5, tlMfbl^ (0. 3 
1 1 g) LT#t 

1 H— NMR (CDC 1 3 ) : 1. 96 (3H, s) , 2. 23 (3H, s) , 2. 
25 (3H, s) , 3. 72 (3H, s) , 4. 01 (3H, s) , 4. 12- 
4. 5 2 (4H, m) , 4. 7 8-5. 2 2 (2H, m) , 6. 6 2 ( 1 H, d, 
J = 8. 7Hz) , 7. 02-7. 18 (3H, m) , 7. 3 2-7. 4 8 (2 
H, m) , 7. 73 (1H, d, J = 8. 7 Hz) , 8. 26 (1H, s) . 

^fifeM4 0 

4- [ [ (R) — 2 — [ [ [3-^^-4- (2, 2, 2-hyy 

^tnx hdp-» - 2 - fc° y S?/l/] ;>< ?vl/] >f ~JV\ - 1 H-^^V $ 



&jKfcT* (MJ^nn^f/l/) (0. 5 9g) ©7f7tKD77>ii (2 
OmL) fc2k?frT> tfJJ-^V (0. 4 9mL) ©7f7tKo77>ti ( 1 m 
L) fcjTFLfco ?K^T> 3 0Mm ##M«3 7Tl#Wc4- 
f;W75 7) •7">^ 7±7"-b££&L (1. 0 8g) SrSSiPL/t, py^fvi/ 
75>- (0. 8 4mL) ©7h7fcKo77^ (lmL) lifts gJ&T? 




0 
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3i«#u 0 mmmmik, -mmm^* (somu mm^* (5 
omD TttmLfco m^f-^m^fm^m^ (somD -zwmks 
m-??*i<">j*x*ifcmLtz. 0 ummmu a«fh7t Kn7yy (20m 

L) L7c 0 (R) -2- [ [ [3-^^-4- (2, 2, 2 - h ]) 7;V 

)/— /V (1. 0 2g) s MJ^Vl'T^ (0. 7 7mL) % 4-v^^/UT^ 

/t 0 !;-;^ 6 0°c-c^wufc o ^j±n«, mm\z. 

zK (5 0mL) ^q^L N gj^c^vi, (5 0mL) T#f±J Lfc D @M^?vWl£]tS 
?fc&S£* (5 OmL) il*a^^-t>V!7AT«tfc 0 

1 : 2, gcWTl : lttffl) T^-fS ^ t £ «? , mMfc&Vo (0. 9 3 
g) ^feT^/l^r^ll^ lt||fc D 

1 H-NMR (CDC 1 3 .) : 1. 6 5- 1. 8 5 (4H, m) , 2. 03 (3 
H, s) , 2. 23 (3H, s) , 3. 02 (3H, bs) , 3. 45-3. 6 
3 (2H, m) , 4. 03-4. 13 (2H, m), 4. 37 (2H, q, J = 
7. 8Hz), 4. 85-5. 13 (2H, m), 6. 64 (1H, d, J = 5. 
6Hz) , 7. 36-7. 46 (3H, m) , 7. 84 (1H, d, J=8. 4 
Hz) , 8. 35 (1H, d, J = 5. 6Hz) . 

1^$|4 1 

4- [ [ (R) -2- [ [ [3-^^/1—4- (2, 2, 2 

-MJ7;ktnxf^) - 2 - fc° ]J vvW] ^A-] -1H- < 
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(f^nn^f/i/) (0. 5 9g) ©7f7tKo77« (2 
OmL) ^7K^T^ WVl/ (0. 4 9mL) ©7h7tKD77^I (lm 
L) £MTL7c 0 ?K^T, 3 0«m #f^J3 9Tl#^fc^ 
4- (7^W5/) "7^/1/ (1. 2 7g) ^iilt 

fiJx^T^ (0. 8 4mL) ©7f7kKo77^I (lmL) %mT 

&s gMx*3v$fflffitLtc. 0 mmmmm, nmm\^ (somD srjn*., i« 

i^/I/ (5 OmL) -efAWLfc. mm^^m^mwk^k (50mL) -Cgfcit 
$L M7K«^^->!>A^jit7C 0 SgrafcflgU »^7b7t KP77 
y (2 OmL) fc&#Lfc„ (R) -2- [ [ [3-^/1—4- (2, 2, 2 

(1. 2 6g) N MJ^T^y (0. 9 5mL) , 4-v 5 

^ATS/tru^y («*) *mnu e o°c-vtmmw^fz 0 m&mn®, 

fmmZ7k (5 OmL) SriP^ ISfeai^/l/ (5 OmL) tjtffilfc. »^ 
A-Jgfc&ffcfefegTK (5 OmL) T*ife8M& N MtKW^^v-^^T^ t7c 0 M 

^•fy=l : 2 S g^Tl : 3 £ t \C X *) , WSMk&to 

(1. 0 8g) SrHfeT^^r^^S^i: LT#fc„ 

1 H-NMR (CDC 1 3 ) : 1. 3 1 (3H, t, J = 7. 2Hz) , 1. 7 
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3-1. 91 (4H, m) , 2. 23 (3H, s) , 3. 01 (3H, bs) , 
3. 5 0-3. 6 2 (2H, m) , 4. 15-4. 22 (4H, m) , 4. 38 
(2H, d, J = 7. 8Hz) , 4. 87-5. 13 (2H, m) , 6. 64 
(1H, d, J = 5. 4Hz), 7. 35-7. 46 (3H, m) , 7. 83 
(1H, d, J = 7. 8Hz) , 8. 35 ( 1 H, d, J = 5. 4Hz) . 



3- Itf-jV [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2 
-hJ)7;^Dxfdri/) -2-t o yv>/k] ^/U^-f^/t/] — 1H— ' < 



(MJ^nn^ f-M (0. 59g) ©ff7kKo77 ( 2 

OmL) JC7K^T> tfTJi?^ (0. 49mL) Ofh7tKn77^I (lm 

3- (^^T^y) ^ntT/l/ (1. 18g) £«L7c 0 

M)af;l/7^y, (0. 8 4mL) ©7fnKo77« (lmL) fcflST 
& % gffl^3l$M«#Ufc 0 ^l±M«s BM^TK (5 OmL) ^JPx, W 
rc^/l/ (5 OmL) TttfifcULfco gfife^/l'S fcfi&fafc^TK (5 OmL) Ti» 
M7X^^^i/!7A-e^L7c 0 iJIglL a»7f7t KP77 
> (2 OmL) ^^?L7c n (R) -2- [ [ [3-^A—4- (2, 2, 2 



2 




0 



0 



> 
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-hV y;viru^. j> - 2 - 1° 3 *?;v] * =f-;V\ ^;vy 4 zz.)V\ - 1 1-1— < 

^5^/-^ (1. 10g) , f> y = ~J- f V7 5 V (0. 83mL) N 4-v> 

^^/v-r^/try^ (iii) £»u 6 0t«ijflfc 0 j^wt; 

a©W£zk (5 0mL) SrJD*., BSfctfvU (5 0mL) TffitfcJ bfc D H«fe:x^ 
^jgSr^l*4fak (5 0mL) "OifeiflSU «l*fifEi^^Vl> AT^i Lfc 0 $ 

^f-V=l : 2, IfcVvtl : 1T« T^i~5 £ £ fci t) s HM^#J 

(0. 8 8 g ) mrwr^^atifc. 

1 H-NMR (CDC 1 3 ) : 1. 29 (3H, t, J = 7. 2Hz) , 2. 1 
0-2. 20 (2H, m), 2. 22 (3H, s) , 3. 02 (3H, bs), 
3. 55-3. 77 (2H, m) , 4. 14-4. 30 (4H, m), 4. 37 
(2H, q, J = 7. 8Hz) , 4. 83-5. 13 (2H, m) , 6. 64 
(1H, d, J = 5. 6Hz), 7. 35-7. 46 (3H, m), 7. 82 
(1H, d, J =8. 1Hz) , 8. 35 (1H, d, J = 5. 6Hz) . 

£fi£M4 3 

3- Itf-fr [ [ (R) — 2— [ [ [3-^^-4- (2, 2, 2 - h y 7 
/M- nx f- ^>/) - 2 - fc° JJ vvl'] ^ 4 - 1 H-^< vX-f $ 



M^tf* (fP^nn^f;!/) (1. 19g) ©7f7tFn77^W (4 




WO 2004/080439 



176 



PCT/JP2004/003075 



OmL) makJ&T; \?D*? s s (0. 95mL) ©Th7tFn77« (2m 
L) S:lTLfc B ?mr, 3 0»l^ ##^!l4 2-e#bHfd3~ 
^T^y) 7°ntVl/ Tirx- (1- 9 0 g) &»L7c 0 
/KT^ (1. 6 8mL) ©7h7tFa77>fI (2mL) «Tt, 
T'3«9l#L^o ®J±m«s a»^7K (10 OmL) M^fvU- 

(10 OmL) -ettfflbfCo m$t^frE&fffia&Mfr (10 OmL) X*m&&, 
MfctifiM'? 7'* v" t? ^ Tffcflfe Lfe 0 Uf±mm U Stt" 1^7tKn77> 

(4 OmL) ^»L7c 0 (R) -2- [ [ [3-^/1—4- (2, 2, 2- 
MJ h^^/) -2-fc 0 ]; ^] ^/^^f^/i/] 

XV ^V— A- (1. 99g) , MJ ^)VT ^ y (1. 5 OmL) „ 4-v^ 
WUt'yv'y («4) £«L, 6 0 o CT«WLfc o iEIlt, 
nmm^ (lOOmL) ffigt^/U (lOOmL) -Cjftlillfc, » 

^fvv-jf &t&fij^i&7K do OmL) -egfe#-^ > ^TK^tH^^^^^-e^L 

fc 0 mmmm'&, nmm^Mm^^tf^v^y^u^v^yy^- mm* 

<?>V:.^1rl/=\ : 2, ^Xl : lT*ti) TitSt5r £fcJ: <9 , IIII^ 
^#5 (1. 2 2g) Srlt&T^/l^ 7 ^^@f*i LT#7c 0 

1 H-NMR (CDC 1 3 ) : 1. 97 (3H, s), 2. 05-2. 15 (2 
H, m) , 2. 2 2 (3H, s) , 3. 0 3 (3H, bs) , 3. 4 2-3. 7 

2 (2H, m) , 4. 10-4. 2 2 (2H, m) , 4. 3 7 (2H, q, J = 
7. 8Hz), 4. 85-5. 13 (2H, m) , 6. 64 (1H, d, J = 5. 
6Hz), 7. 24-7. 44 (3H, m), 7. 83 (1H, d, J =7. 5 
Hz), 8. 35 (1H, d, J = 5. 6Hz). 

£^094 4 

3- O^vt- [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2 - h y 7 
/k^-prc ]> drv-) - 2 - 1° U y =f)V\ *;V7 j ~;V\ - l H-^y^y * 
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\\ " 



o 





H 3 C 0 



F F 



F 



(MJ^nn^f-yU) (0. 5 9g) ©7f7t Kn77^ (2 
OmL) ^tK^Tn (0. 4 9mL) ©7f7kKP77^I (lm 

L) fc*TLfc. 3 0«m ##^f!l4 6T#b^3- 

7»n^y-l, 2-vMA- VT^—Ym^ (1. 3 5g) £ 
»Ufc 0 hV^-^T^y (0. 8 4mL) ©7f7fcKP77>*i (lm 

D *ffiT&. mn.x°3mmw^tc 0 mmmmm, mmm^ (somu & 

^^l n f^rcfvl/ (5 OmL) -ettttJU7t 0 ^^/^ii^fn^Tk (5 0m 
L) T^^, i7K«-7^^7AT«tfc 0 «EE«NIU »^7l>7 
tKP7y>- (2 OmL) rtjS?L7t 0 (R) -2- [ [ [3-^^-4- 
(2, 2, 2- MJ 7;V$-X2^y$ri/) -2-fcT!?$W 
/I/] - 1 H-^^XV 5 ^-/l/ ( 1 . 2 7 g ) N h y ^A-T ^ >- ( 0 . 9 6 
mL) N 4-^W57^Pv?y Ottttft) ^r»U 6 0°CT«if#L 
fc 0 2$JEiM^ «S4&fc7k (5 OmL) &flH;t N gfeSkx^vw (5 OmL) T# 
ttJL7t 0 ^^/HPSrlSfP^TK (5 OmL) T?i5fe^, fc&KSlfflfe^* £ 

AtsiLfc. WBmm., * w?^7 p v f ^77^ 

- (|^^^:^ir^=l : 2, m^X 1 : lt'fttl) "ettfitSittJ: 
<9s JiJifc£# (0. 6 4g) SrHfi,r*/i/7 7^^@#:i:LT#7t„ 
1 H-NMR (CDC 1 3 ) : 2. 05 (3H, s) , 2. 13 (3H, s) , 
20 2. 23 (3H, s), 3. 07 ( 3 H, bs) , 3. 42-3. 95 (2H, 

m) , 4. 06-4. 43 (2H,m), 4. 38 (2H, q, J = 7. 8H 
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z) , 4. 85-5. 05 (2H, m) , 5. 42-5. 50 (1H, m) , 6. 

63-6. 66 (1H, m) , 7. 38-7. 51 (3H, m) , 7. 78-7. 
85 (1H, m) , 8. 33-8. 36 (1H, m) . 

£$094 5 

V^;V 3- I^J-JV [ [ (R) -2- [ [ [3-^^-4- (2, 2, 
2- YV yjV-frxix. h*cis) -2-*?Vi?A>'] *=f)V\ 7,As7 4—)V\ - 1 H- 

^<yXj 5 )V- l-jjV] jj;Uti^A4 T 5 / ] 1 , 2 - $M 



l&g&tf* (MJ^PD^f^) (0. 5 9g) ©ff7tKP77/M (2 
OmL) ^tK^Tn W 9 JV (0. 4 9mL) ©rh7tKP77« ( 1 m 

7ig)»^PLfc 0 yy^jvr^-y (o. 84mD ©7f7tKD77y 

« (lmL) ^ITI^ ^-e3 0#TO#bfc o MraHf^ (5 
OmL) &M?L. M^A- (5 OmL) -eitHUfco SM^fvWl &f&fn#Jj!: 

tk (5 omD mimm^y^yv^tmLtc,, ®&mmu mm 

«7f7t Kn77> (2 OmL) K»?Lfc 0 (R) - 2 - [ [ [ 3 - * 
(2, 2, 2- hJJ -2-fcTPSW ^^vKl 




CH 3 0, 
H 3 C' 
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y 4 - l H-^XV 5 ify'-jv ( 1 . 5 3 g ) N hV % V ( 1 . 

16mL) , l-Vt^/VJ^/VdW U 6 0°Cl:«tl 

WLtZo m£9M§&, immz.fo (5 OmL) SrJP^., ffEIfe^^vu (5 OmL) 
"CttttlLfe, ^^^l^fP^TK (5 OmL) MtKW-^^ 

'(^31^:^1^=1 : 2 S &VvC 1 : 1 Tflt^r^ 
M<9s ^Hfb^ (1. 4 2g) ^ffe7W7^WttTfc 
1 H-NMR (CDC 1 3 ) : 1. 28-1. 34 (6H, m), 2. 22 (3 
H, s) , 3. 0 7 (3H, bs) , 3. 4 2-4. 6 0 (1 0H, m) , 4. 
85-5. 08 (2H, m) , 5. 30-5. 42 (1H, m), 6. 62-6. 
64 (1H, m) , 7. 3 7-7. 4 2 (3H, m) , 7. 8 0-7. 8 3 (1 
H, m) , 8. 3 2-8. 3 5 (1H, m) . 

6 

2- [ [ [5-^ h*i/-2- [ [ (4-7^ h^-S, 5-i?*^/V-2- 
t° y * f-/U] Tsjv? j z=.)V\ - 3 h-4 5 [ 4 , 5 - b ] t° y v^y- 




»^ (Mj^np^f^) (0. 194g) ©7f7tKP77« 
(7mL) ^7K^lN tl^> (0. 16 2mL) ©7f7tKP7 7« 
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(lmL) »Tbfc 0 ?mT, 3 0^«| N &%M7-mtbtl1t2- u 
^)VT^J) (o. 5 0g) %mML1t a 

hV^^T^^ (0. 2 7 9mL) (Dy- h 7 h }? u 7 y y^Wi (lmL) 

Tiis mm.-? 2. 5mmmwLtc 0 mi±mm&, mmm^k dsmu 

mm^f-^ (5 OmL) T*ttttiL/t 0 ll^fvWf ££&fn&i&7.k (15mL) T 

^ ( 1 OmL) fc&fi?Lfc 0 #P?IHS6 3- 1 4 6 8 8 2 ^fSfs^^^T?^ 
Ltz.5-/ [ [ (4-^ h3->-3, 5 - 2 - fc°y v> 

M ^^)V\ X/U7j~;Ul -iH--f5^V [4, 5-b] t'y^y (0. 4 
4 5g), hV^f-^T^y (0. 3 5 7mL) N 4 — ^)VT % J i?y 
(0. 0 12g) &»L S 6 0 0 CT14B#P H m#tfc 0 BJ±ii«, 
Zk (3 OmL) IrJBx., gf-^cfyu (7 OmL) tUfeffl Lfc iH^^Wi&££ 
fP^i^TK (2 OmL) -C»^ s i«Y^v/^.T«Lf: 0 M®!t«, 

1 : 2 N H^Tl : 1 Tl^tiJ) tfifS^fci!), MMit&fo (0. 360 
g) &$E&X^K7 7*^ia{£t LT#fc 0 

1 H-NMR (CDClj) :2. 21 (3H, s), 2. 23 (3H, s) , 3. 
3 2, 3. 3 8 (^fh3H, s) , 3. 7 2 (3H, s) , 3. 8 1 ( 3 H, 
s), 3. 92-4. 09 (2H,m), 4. 50-4. 7 3' (2 H, m) , 4. 
87 (1H, d, J = 13. 4Hz) , 4. 94 (1H, d, J = 13. 4H 
z) , 6. 77 (1H, d, J = 8. 8Hz) N 7. 36 (1H, m) , 7. 5 

2 (1H, m) , 7. 80-8. 03 (3H, m), 8. 20 (1H, s). 

2- Itf-Sl" [ [2- [ [ [3-^^-4- (2, 2, 2-f!)7^tDx 
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H 3 C-N. 



H 3 C 0 



F 



F F 



0 



(MJ^PP^f/U) (0. 5 8 2 g) ©7f7tKP77>ilS 
(2 0mL) ^tK^Ts t o yv?y (0. 4 8 5mL) ©7f7t ^77^1 
(lmL) SrWTLfc. »Ts M^J2 7f^fc2- 

(^^T5/) ^fvu- T-fcx-riig&i (0. 9 2 2 g) Sr»tfc 0 hV 
^f-zUT^y (0. 8 4mL) ©7h7tKP77^I (lmL) ^ViTiK 

Mt2. $4JB§lt^ B^im^ (4 0mL) &Jq;£ N win 

31^/1/ (8 0mL) Tttmtfeo ^^/Hf^fp^jK (2 5mL) T?i5fcfr 
^ M7K«-^^v-l7AT^Lfc 0 ^JEitlfU »^rb7t K077 
y (l5mL) l^iLfc. 2- [[ [3-^^-4- (2, 2, 2 - h V V 
/VtDx h * v-) - 2 - fc°y vvU] ^ ?vl/] 7^:7 4 =-AA - 1 H— <^XA X 
F^J—ZV (1. lOg) , hU^/l'T^:/ (0. 8 4mL) N 4 - 9 J**f-)V7 
(0. 0 3 6 g) £»U 6 0tT4. 5«jf#L7i 0 ^JBEM 
It^s JSmmzfr (4 0mL) SrJU*., g^feai^i/ (8 0mL) T*ft{±i Lfc„ Ift 
g^fyWf &g&fttfelfok ( 3 0 m L) T'iJfc^s ^zkM^ ^ ^ !7 A L 
fc„ ftEftiNftgU i«v'!l*W7A^nvh^77^ 
^arf-^=i : i N m^X2 : 1 TIM) f«fS!t5^t(:J;^ tlM^I^ 
( 1 . 1 8 g ) fc&feSft £ LTife. 
1 H-NMR (CDC 1 3 ) : 2. 10 (3H, s), 2. 24 (3H, s) , 
3. 09 (3H, bs) , 3. 6 0-4. 0 0 (2H, br) , 4. 25-4. 
50 (2H, m) , 4. 38 (2H N q, J = 7. 8H2) , 4. 84-5. 1 
8 (2H, m) , 6. 64 (1H, d, J = 5. 6Hz), 7. 36-7. 48 
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(3H, m) , 7. 85 (1H, d,J = 7. 8Hz), 8. 35 (1H, d, 
J = 5. 6Hz) . 

#$#14 8 

z-J-jV 2- ItJ-SU [ [ (R) -2- [ [ [3-^^/V-4- (2, 2, 2 
- h U 7^tnx h ^vO - 2 - 1° U i^/V] y ?vl/| ^ ^/kT - 1 H— < 

^fy— A*- l-> f/kl T^y] ac^vl/ #~ aft**- b 




CH 3 

(R) -2- [ [ [3-^^-4- (2, 2, 2- hy 7;^nx h^-JX) 

- 2 - 1° y vvkI y fyw] * ~;V] - i H-^yxv ^ F^—iv ( i 3 o 

g ) s fyzc^T5:> (6 3. 8mL) N 4-^W5/t°yv ! y (0. 
8 6g) N #%^^ij3 4T'#f: 2- [ a p (y^) 
y] =cf-/v %-7$^—h (8 4. 8g) ©ff7kKn77y (8 1 

3mL) jS»tr4 5-5 0tT*l 8#ltHJI#Lfc. K^&ifcffifcffiLfclk j» 

(3 0 0mL) fcjbJI;^ SjSfctfyl/ (7 0 0mL) T*tttfcJLfc 0 
^1 (3 0 0mL) 3 Hlgfe^ Lfcm> ^7K^^^*^!7 A 

(1 3 0 g) fcigffe^ (1 3 g) «rJn*.fc. SiT?3 0»Lf:| s «L 
fco II^iEiiUcf, a^^fy^^T^^ (0. 4 9mL) Sr^tr 
(6 0 0mL) fcigfrU Mff^UbfCo P> 2 

!fiI$|«Lfc 0 ft6*tfcttJK»«rMJ3if'^T5V (2. 45mL) 
y-;t/ (20 0mL) to^U zk (120mL) SrITtfco flfajb 



WO 2004/080439 



183 



PCT/JP2004/003075 



fc!i!f H B H £«tU ^Ut^y-A--* (fcffittl : 1, 15 0mL) T3@ 
»U I^ItSi^a^ fllil^^lto (17 2. 2g) &&t&©&£L-T# 
fc 0 1 H-NMR (CDC 1 3 ) te<£j&0ill AX^b^tzi^mtm— (D^^- 

9 

2-^h^^A- 2- O^/V [ C (R) -2- [ [ 4- 
(2, 2, 2-f!)7/^nxharv/) _ 2 -t°ij^/k] ^ ^-/p] 




(MJ^nn^f/l/) (0. 4 3g) ©ff7tKn77>'M (2 
OmL) fcak#T> tTJJ^y (0. 35mL) Of f> 7 1 Kn 77^ (lm 

dfv/j^/v 2- (^^/VT^y) xf;l^ 7J-tf^- b&i^ (0. 8 2g) 
£»Lfc„ MJ^VVT^ (0. 6 OmL) ©7f7tKn77^I (1 

ED srsrrau m^3mmwLtz 0 um^mm. %mm\zfr (somu 

SrJlJjfc, gB&rfvl' (5 OmL) T#fflUfc 0 @»£f7l'Jl& 0 . 2Nti (2 
OmL) % ma-kMfr (5 OmL) T*gfc^ N il7Kfl»^^V!>A-eft«|Lfc 0 
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^J±«U M^7f7tKD77^ (2 0mL) fc^Lfco (R) -2 

- [ [ [ 3-^^-4- (2, 2, 2- MJ^^-n^f^riX) -2-t'yv 5 
/]/] ^ fvl'] *^:7^ - i h~<^X^ 5 tfV—jV ( 1 . 1 1 g ) N MJ 
^;VT%V (0. 6 3mL) s 4 - ^;VT 5 7 fcf U (0. 0 3 7 g) 

Sra&nu 6o°c-e6 «s itati iB#wH*#ut. a&sfc^ nmm^ 

(5 0mL) SrJnx.^ gjig^^vU (5 0mL) T*tttt}Ufc 0 |»^/Wi P 
^fefeK (5 0mL) "Cifefr^K ^7K«^^v'!7A-e^Mbfc 0 |£j±$t«, 
3SS«&££2H4 V !? 7J 7^o^h^77^- Q^|rc^ : y= 

3:7, tt^TSfflft^^ : 7 : 3 "Cjgffl) 5 - £: <fc !K 

(1. 3 9g) S:ffe7^77^Wi:l,T#fc„ 

1 H-NMR (CDC 1 3 ) : 1. 19 (3H, t, J = 6. 9Hz) , 2. 2 
3 (3H, s) , 3. 09 (3H, bs) , 3. 40-4. 2 0 (2H, br) , 
3. 53 (2H, q, J = 6. 9Hz) , 3. 63-3. 69 (2H, m) , 4. 

2 7-4. 3 4 (2H, m) , 4. 39 (2H, q, J = 7. 8Hz) , 4. 4 
7 (2H, m) , 4. 80-5. 20 (2H, m), 6. 65 ( 1 H, d, J = 
5. 6 Hz) , 7. 30-7. 52 (3H, m) , 7. 84 ( 1 H, d, J = 7. 
5Hz) , 8. 3 5 (1H, d, J = 5. 6Hz) . 

frf$M5 0 

3-^ h^^pfcVU 2- O^vV [ [ (R) -2- [ [ [3-^/^-4 

- (2, 2, 2-M)7^tP^b^) - 2 - fc° U vVl/] ^^/V] */V:7 4 = 
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fcWtVX (MJ^PO^f/I/) (0. 5 3g) ©7l>7tKn77^i (2 
OmL) ^tKJ^Ts (0. 44mL) ©7f7kKn77^tI (lm 

L) ^MTtfdc 7Kf^Ts 5#|ffl&#$L ##^M4 9Tl#Wc3-^ h^r 
5 v^nfcVU 2- #—tf*—h&g&.{0. 8 2g) 

&8sJnLfc 0 hy^Vl'T^ (0. 7 5mL) ©7h7tKP77^tl (1 
mL) &$T^x ^-eiB#TO#bfc D $J£}gfi§^ SIStt^TK (5 OmL) 
fcJP*^ (5 OmL) "CtttiitfCo SS»^;HBS:0. 2Nt| (2 

OmL) N ffiftlASfcjc (5 OmL) T*8fc$# N f£ AT^i Lfc n 

10 MffitifL s »^7h7tKn77> (2 OmL) «$?Lfc 0 (R) -2 
- [ [ [3-^^-4- (2, 2, 2- bV 7^vx.h$-y) -2-t°yv 5 

/v] ^ ^/u] */^:7 ^ -/u] - 1 H _^xy 5 ^-/v ( l . l l g ) N h y 

xf/l/T^ (0. 6 3mL) s 4-^W^/t°yv > y (0. 0 3 7 g) 

15 (5 OmL) SrJP^. x ftS6xf;P (5 OmL) "C^ffi L£„ »^/Wi£l£fn 

^fefefok (5 OmL) TSfci£& N ^7W^^v-!>AT«L7c 0 $cJE$HH&& N 

»fi?»«rttaa4^ y # 7A^nYf^77^ (^^^ : 

3 : 7 N ififcV^-Cittl^^ : ^f"^= 7 : 3T«ti) Titti L-7t 0 S?rc?vl^ 
-?/\'7!)>t>1&&fc'?ZZ.k\Z&*) , Wm&m (0. 7 0g) S:ife@#:tLT 
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1 H-NMR (CDC 1 3 ) : 1. 94 (2H, quintet, J = 6. 2H 

z) , 2. 23 (3H, s) , 3. 09 (3H, bs) , 3. 31 (3H, s) , 

3. 40-4. 20 (2H, br), 3. 44 (2H, t, J = 6. 2Hz), 

4. 2 5 (2H, t, J = 6. 5 Hz) , 4. 3 8 (2H, q, J = 7. 8H 
z) , 4. 4 4 (2H, m) , 4. 8 0-5. 2 0 (2H, m) , 6. 64 (1 
H, d, J = 5. 6 Hz) , 7. 3 5-7. 4 8 (3H, m) , 7. 8 3 ( 1 H, 
d, J = 7. 8Hz) , 8. 34 (1H, d, J = 5. 6Hz) . 

&f&m5 1 

2- Itf-SP [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2-hP7 

/i/tPxh^) -2 -try ^i/] - in— <yx^^ 




H 3 C-N N 

CH 3 



5 0 Tit & tlfc 2 - ( ^ 5 J ) N , N - ^ ?vl^ 

JJ HZliftiKft (1. 0 6g) ^TF7tFP77> (4 0mL) ttit 

Uffb<ff#bfcfI N ^« (hy^nn^fvl/) (0. 7 7g) ^^JP^fc 0 
ft&Lfd^ HJxW^ (2. 17mL) ©7f7tKo77y|$ (5 
mL) ^ITU ^fflT3l$|fflflB$Ut, ffifflbfc@#£fflBiJLfc& % 
/M8 0mL) &Jq;U 7K^bfc^7K*-7-fy !7A7K^M (5 0mL) s » 
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-km& (5 0mLx2) x*mm&, mAom-??*^ at« tfc 0 m±mm 

U »^7f7tKn77y (2 0mL) ldgfl?Lfc 0 (R) -2- 
[ [ [3-^^-4- (2, 2, 2- MJ Jsdf-v/) 

/i/] ^ ^] >r -/v] - 1 h-^xv 5: ^/-/u ( 1 . n g ) , hV 

.xf;i/7^ (0. 6 3mL) N 4 -v^ ^7KT 5: / fc°y (0. 0 3 7. g) 
£tt U 60 °CT- 6 R#Pb1 n ifif 3 0 [S8fc# Lfc 0 4 - $ y t:° V i> 

V (0. 0 3 7 g) £»U 6 0U'^^6«jflfc o ^EEii^, ^ 

7 A- (Sffife^f-/^ : ^f"^= 1 : 1, ^T|*^7VK ^V^T^7 7- 
yu:@^^^=l : 19"C« -?1f§gLfc: 0 ^^"/Uai— ^l^*6>*&*{b1" 
^> r ir^ct «9 . WMW&m (0. 4 1g) LT#7c 0 
1 H-NMR (CDC 1 3 ) :2. 23 (3H, s) ( 2. 35 (6H, s), 
3. 08 (3H, bs), 3. 21 (2H, s), 3. 50-4. 20 (2H, 
br) , 4. 38 (2H, q, J = 7. 8Hz) , 4. 44 (2H, m) , 4. 
80-5. 18 (2H, m) , 6. 64 (1H, d, J = 5. 6Hz), 7. 3 
6-7. 48 (3H, m) , 7. 84 (1H, d, J = 6. 9Hz) , .8. 35 
(1H, d, J = 5. 6Hz). 

^$#1 5 2 

S-[2- OfvU [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2- 
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CH 3 



5 1 T»nbtlfz S - C 2 - =f-)VT 5 / ) ^f-M f-XT-tv— 
(0. 7 5g) ^rl>7tKP77y (3 0mL) Uf < 

^Lfc^ £*g£M (MJ^nn^f/H (0. 6 6g) ^n^fc 0 7K^L^fI, 
MJxf;i/7> y (l. 8 5mL) ©rf7t Kn77^I (lOmL) 

iR^S^fe^^ ( 5 0 m L) SrJq^ tK^ Lfc 0 . 2 N^H ( 2 0 m L) s ISfP 
^fi* (5 0mL) Trgfc^, &»^^i/!>AT^Lfc 0 
i»7^7tKP77y (2 0mL) |CtlfLfc 0 (R) -2- [ [ [3- 
ff-tV-A- (2, 2, 2- hp 7/^oi -2-t°yv ? /I/] ^f/^] 

^/i,^ -f -a-] - 1 h-^^xv 5; ys—ji' ( o . 9 6 g ) s by =^=r^T 5: >- 

(0. 5 4mL) % 4-v ? ^^T5; / k°!J v 5 ^ (0. 0 3 2 g) Sr^PU 6 
0°C^6B^ Mt8^#lfc„ m£MM'&, mWofrfr (5 0mL) & 
?JP;i, |ffifea.^/V- (5 0mL) -CfljjfcfcS LtCo mk^^M^Mn^MM (5 0 m 

W7A^nvf^77^ (71? hy : ^*D-y=3 : 7 V jg^TTth 
y : ^dp-f-^* 7 : 3T«B) t«t5Cit<t!), (1.19 

1 H-NMR (CDC 1 3 ) :'2. 2 3 (3H, s) , 2. 3 4 (3H, s) , 

3. 10 (3H, bs), 3. 22 (2H, t, J = 6. 6Hz), 3. 67 

(2H, m) , 4. 38 ( 2 H, q, J = 7. 8Hz), 4. 80-5. 20 

(2H, m) , 6. 64 (1H, d, J = 5. 7Hz), 7. 35-7. 50 
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(3H, m) , 7. 83 ( 1 H, d, J = 6. 9Hz) , 8. 35 ( 1 H, d, 
J = 5. 7Hz) . 

<£j$0J 5 3 

^JV _2- [2- [ [ (R). -2- .[ [ [3-^.^-4- (2, 

2, 2-M)7^toxf^) -2-t°y^] p*fvl"] -1 




^Bl^* (MJ^nn^f/l/) (1. 1 9 g) ©7f7tKo77^iS (4 
OmL) fc7«Ts t'D^V (0. 9 5mL) ©7 b7t Kn77^i (2m 
L) «Tbfc D 7«T, 3 0^»|, ###!j5 2~ 
[2- (^/KT'S;/) ^b^v-] ^f-ZV' (2. 7 3g) 

%mu Ufe 0 h y 3Jf-jV7 $^(1. 6 8 m L) <DT h 7 t 7 ( 2 

mD *ffiT&s m.u^3^mmwLtc 0 mj±mm&, nrnm^k a oom 

D Srfln*^ gjsftjcfyi/ (10 OmL) X'tttfjbfco BKI^^lSrt&^^S* 
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(i oomD -eim&s m^wm^^y^^%mvtz. 0 ummmv, mm 

ftSrfb7tKn77.^ (40mL) (R) -2- [ [ 

yu _ 4 _ ( 2 , 2, 2-h!)7;^n^h^) - 2 - fc° !J v^] ^/k] 

-1H-^XW^V-^ (2. 8 0g) N MJ^/WT^^ (2. 
llmLK 4-i?W7 5; fcTp^y («*) »U 6 0tt«I 
#Ufc 0 fcfiJEjfttigL (lOOmL) IfJDi, H^fvV (10 0m 

L) "Cimifc. »«^^Hl&ffiMfc!fck (lOOmL) TISfcML ^7K« 

I>^77^- (Sfflft^f"/V/ : ^rf"^=l : 2, i^tl : 1 Tlgfcfcl) -CilflH" 
SSSflS'&fc (2. 19g) ^feTWT^ftSffi: btffc. 

1 H — NMR (CDC 1 3 ) : 1. 28 (3H, t, J = 7. 2Hz) , 2. 24 
(3H, s), 3. 10 (3H, bs), 3. 38-3. 80 (6H, m) , 4. 

18 (2H, q, J = 7. 2Hz) , 4. 2 7-4. 3 4 (2H, m) , 4. 3 

8 (2H, q, J = 8. 4Hz) , 4. 8 3-5. 3 0 (2H, m) , 6. 65 
(1H, d, J = 5. 7Hz) , 7. 35-7. 50 (3H, m) , 7. 84 
(1H, d, J = 7. 8Hz) , 8. 36 (1H, d, J = 5. 7Hz) . 

5 4 

x-3-;V 2- Itf-fr [ [2- C [ (R) -2- [ [ 

4- (2, 2, 2- MJ^^n^h^) -2-t°y^] ^fyU] *7K7^ 
=VU] - 1 H-^^X-f 5 *V-7l'- 1 —i^l 7J;^^/1/] T 5 / ] ^ b * 
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(MJ^PP^f/V) (0. 5 9g) <Dt- hy t Kn7 7ytl (2 
OmL) ^7X^Ts fJJv^ (0. 4 9mL) ©fh7tKP77^t ( 1 m 
L) SriTtfc. 7K^Ts 3 0»^> ##i5 3-e1|f)Jxfc^ 2- 
OfvV- [ [2- ^h^vO t)/V-$~;V] T^7] # 

MMift ( 1 . 7 1 g) »lfc„ MJznf-^T^ (0. 84m 

1) ©xbyk KP77^t (lmD %mr&s ^.u-v3mmmwLtc 0 m 

JEEftffi&N MMfctofc (5 OmL) £#PtL $Mzc?'/ls (5 OmL) Tfttffl Lfc, 
l^^/Wl&f&fn^Tk (5 OmL) -e»fl, ^7jc«^^v-^ATlSM 
Lfc 0 «BE«*6U »^7f7tKP77>' (2 OmL) frfflRLtto 
(R) -2- [ [ [3-^^-4- (2, 2, 2-M)7^oxf^» - 

2 - 1° y vvk] ^ fvi/| >f - 1 H-^yx-f $ ?y*-jv ( 1 . 59 

g ) N W^/UT^y (1. 2 OmL) s y t°y v>y (f« 

ft) SrSSflUU 6 0°CT:«f»Lfc o «EE}||*§^ (5 OmL) £ 

2) P;U gt^^vU (5 OmL) TttttlLfCo ^^/Hi^^P^7K (5 0m 
L) ^7X«^^-t>^57AT^bfc 0 $0E«*§& N a^^Stt 
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1 : ltW flMlb^tl (1. 6 2g) &H&T^ 

1 H — NMR (CDC 1,) : 1. 2 4-1. 31 (3H, m) , 2. 24 (3H, 
bs), 2. 97-2. 99 ( 3 H, m) , 3. 10 (3H, b s ) , 3. 55 
-3. 58 (2H, m) , 4. 09-4. 50 (10 H, m) , 4. 88-5. 
08 (2H, m) , 6. 65 (1H, t, J = 5. 7Hz), 7. 36-7. 4 
8 (3H, m) , 7. 85 (1H, d, J = 6. 9Hz), 8. 36 (1H, d, 
J = 5. 7Hz) . 

&f&m 5 5 

2- [ [ [5-^ [ [ (4-^ h^v—3, 5-^f- 

jv- 2 - fc° y vvi') ^ fVKl >f - l H-^^XV $: ;v- i - 

-Ok] D )Vi?sz=-}V\ {t^/v) r^y] ^/i/ h 



(H^PP^f/>) (0. 29 lg) ©Tf7tFP77^I 
(lOmL) ^tR^T. t°Vi?y (0. 2 4 3mL) ©7f7tKn77« 
(lmL) «Ttfco ?K^T> lB#f«#^ &%Ml 4T#b^fc^^ 
2 _ (^W^y) TJ-tf^-fi&i^ (0. 55 lg) &»L7t, 
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MJ ccfvi/T $ (0. 4 18mL) 07h7kKn77^ (lmL) 
TflU £»T2l$M!a#UL. 2fc®*Kl* (1 5mL) &;&n*L, P 

ixf^ (5 OmL) "C#tfclLfc 0 i^^A-jf Srg&fP&feK (15mL) 'C^fe 

5 7V (1 OmL) (CiiUfc 0 5-7« [ [ (4-7* b^V-3, 5 

- ffv- 2 - tr y *w ^ tvi/] ^/u^ w - 1 h -^<^xv 5: yy— 

)V (O. 8 1 7 g) N MJ^TVK7^ (0. 6 6 lmL) N 

J try (0. 0 1 2 g) 6 0°C-C1 2B£IK|flfc#Lf;: 0 MHitlM^ 

8&@W£7K (2 OmL) SriP^ Sfflfert^/U (5 OmL) Tttffi Lfc 0 g»x^ 

io /Wg£l&ffcte!fok (i5mL) mfoWk^ ? V &^Wk\stz. 0 m 

^fvV 2- [ [ [6-^ h^-2- [ [ (4-^ b^v--3, 5-v^f-A- 

- 2 - 1° u ^ ^] ^/uy w -^1 - 1 h — iyx-r $ 1 — f 

15 (^^) ^/l' *-^b®3 : 2<Dm&® 

(0. 9 2g) ^^T^7T^^ia^^LT#fc 0 
'H-NMR (CDC 1 3 ) : 1. 27-1. 34 (3H, m), 2. 10-2. 
3 0 (3H, m) , 2. 2 3 (3H, s) , 2. 9 9-3. 2 3 (3H, m) , 
3. 40-3. 85 ( 2 H, m) , 3. 69 (6/5H,s) , 3. 7L (9/ 

20 5 H, s) , 3. 86 (6/5 H, s) , 3. 88 (9/5 H, s) , 4. 14 

-4. 25 (2H, m), 4. 38-4. 60 (2H, m) , 4. 8 2-5. 0 
6 (2H, m) , 6. 92-7. 08 ( 7/ 5 H, m) , 7 . 33 (3/5 H, d, 
J = 9 . OHz) ,7. 66 ( 1 H, m) , 8. 21 (1H, s ) . 

25 ftj&M 5 6 

2- [ l'l5-t [ [ (4-^ h*->-3, 

;Vi$~;V] (7xx;k) 7^/] xf^ T-fex— h 



WO 2004/080439 



194 



PCT/JP2004/003075 




(MJ^nn^f/l/) (0. 2 9 1 g) ©Tb7tKn77^ii 
(lOmL) \Z.%ftT* \£9*JV (0. 24 3mL) Of b 7 1 Kn 7 7 M&M 
(lmL) ^TLt 7K^Ts 3 0^gm ##M2 7-C#b^7c2-T 
^Jjyxf/v Tirx— (0. 6 4 7 g) Sr^JPbfdo h V 

> (0. 4 19mL) ©7h7t KP77« (lmL) ^ITfs ^?B."T? 3 

R#f B w#bfc D ^rasHSt^ a»^7K (2 0mD %Mz.s mm^^ (50 

mL) T^ffiLfdo fM^/vm&Mffiti&bk (15mL) M7.k« 
-r^iX^A-el^lL^o B«fh7t Ko77> (1 0m 

L) jCjgE^L/to 5-^ r3rV-2- [ [ b^>-3, 

^fvw] -iH-^yxv^y-;v (0. 82 

9g) N MJ^A-T^ (0. 6 6 9mL) N 4 - W 5 / k° U 

(o. oi2 g ) fcsaniu 6 o°c-ei 4 0#p«#bfc o ^j±m^s 

7X (4 0mL) Sri&H&x I^^/V (8 0mL) T?*fitfcJ Lfc„ M^^jf^lM 

?n£i£* (i 5mD -efcfrflu ^tK^^^^^ati^l^ iffiiil, 

i : 2-e?^ffl) -?mmi-z>z-t\L£*)s mmfc&tok2- 1 1 [6-^ 

2 - [ [ (4-t« h^v^-3, 5-^^-2-t°y -^/V) 7*9vKl 7^7^ 
^/U] - 1 h-^^X^ ^ jf"/—/^— 1-4 /Is] #,MwKl {7x-~M T 5; 
y] Tirx-b^l : 1 (1. lOg) 1t$&&7 ^ >V7 T 7-®. 
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1 H-NMR (CDClj) : 1. 99 (3H, s) , 2. 19 (1. 5H. s) , 

2. 21 (1. 5H, s) , 2. 25 (3H, s) , 3. 70 (1. 5 H, s) , 

3. 7 1 (3H, s) , 3. 7 8 (1. 5 H, s) , 3. 8 4 (1. 5 H, s) , 

4. 15-4. 5 6 (4H, m) , 4. 7 4-4. 8 0 (1H, m) , 4. 91 
-4. 98 (1H, m) , 6. 83-6. 91 (1. 5 H, m) , 7. 04-7. 
19 (3. 5H, m) , 7. 25-7. 53 (2. 5 H, m) , 7. 51 (0. 
5H, d, J = 8. 7Hz), 8. 25 (1H, s). 

MM5 7 

^f-jV 2- [ [ [ (S) -5-7* [ [ (4-7 5 

2 - try vvv) 7 fyi"] =• /u] - 1 h-^<^x^ 5: ^y— 

A—l — f/P] (7^) 757] Xf^/ h 




CH 3 



10-504290 <^J&M 1 ^lEicCD^feT^ Lfc ( S ) -5-7 
h^v—2- [ [ (4-7h^-3, 79^] 
^/^^ ^ n/v,] - l h-^VXV 5: py—fr (1. 34g) Ofh7t Kn77 
>1M ( 1 0 m L) £##$J 3 4 bftfc 2 - [ P P fl/U^/lO (7 5" 
/l") 757] x-=f~)\< ti—^^—Y (0. 9niL) N 
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(1. 0 8mL) N (0. OlOg) SrSSbPU 6 

ovx»6mmm.WLtz. 0 wmmzk oomD »^ 

/V- (5 0mL) T-ftjfflUt, g**?vHl£&ft&:£2k (1 5mL) Tgfc^ 

Ktu-vYtfy? 4— (gfflfe^/U : ^f"^= 1 : 2 S $e^T 1 : 1 
-CflfiBH" 3 «9> ^Mfb^fei:^^ 2- [ [ [ (S) -6-^ h^V 

-2- [ [ (4-^ 5 -S? < ?*77l'-2-tfy$W pt^vl/l 

^ -/i/] - i h— <yX^f ^ )V- i — W/v] ^7/^=-^] f-M T % 

y] 3 : 2<0%^ (0. 9 2 g) ^MT^/^r 

1 H-NMR (CDC 1 3 ) : 1. 25-1. 3 4 (3H, m) , 2. 10-2. 
3 0 (3H, m) , 2. 2 3 (3H, s) , 2. 9 9-3. 2 3 (3H, m) , 
3. 40-3. 85 ( 2 H, m) , 3. 69 (6/5 H, s ) , 3. 71 (9/ 
5H, s) , 3. 86 (6/5H, s) , 3. 88 (9/5H, s) , 4. 14 
-4. 25 (2H, m) , 4. 38-4. 60 (2H, m) , 4. 79-5. 0 
5 (2H, m) , 6. 9 2-7. 0 8 (7/5H,m) ,7. 33 (3/5H,d, 
J = 9. 3 Hz) ,7. 65 (1H, m) ,. 8. 21 (1H, s). 

^J5 8 

2- [ [ [2- [ [ [4- (3-^ h^v'T'P^v') 
-2-t°!J^] JM^-fsi/l'] -lH-^V^^-l-'f 

/l/] (^fyv-) si^/l/ 
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CH 3 



BB.^* (M)^PP^f;l/) (0. 2 9 1 g) Of h7tKD77^ 
(lOmL) fcJKJfrTx tfP^y (0. 2 4 3mL) ©7f7tKn77« 
(lmL) «r«TUfc„ 7K^T, 3 0«#|, #til4T'#Wcxf;i, 

2- ^-a?**- rJftifeift (o. 55 i g ) £»il/c 0 

MJ^^TS:^ (0. 4 18mL) ©7 b7t Kp77^1 (lmL) 
TflL i?£T'2. 5B#TO#L7c 0 W&m$k, mwmz-fc (l5mL) sr^t, 
IB&t^/V' (5 0mL) tr^ttlLfCo Il^^/l'Jg&t&fq^tfok (l5mL) T? 

77^ (10mL) Lfc„ 2- [ [ [4- (3-^ h^r^n^^) - 

3 - 1 ftv- 2 - 1° y v 5 /!/] ^ fvu] w — i h — ' <yx^ ^ ^v- 

(0. 7 2 3 g) \ by^f-^T^^ (0. 5 2 8mL) s 4-^^^T^ 
yt o yv>y (O. 0 12g) £»U 6 0°CT1 7i3^r«#L/t 0 «EE»8f&, 
BMM^ (4 0mL) ^UXL N m^f-^ (8 0mL) T'ttHj Ut, 
^SSrfi&5BiA4SbK (l 5mL) Ti5fc#N&s MjK%il^^V«>At?ftJftUfc 0 M 

^-^=1 : 2T#fctl) , tV^T^ 7^^ D v f ^7 7 ^ - (gt& 
3^ A- : ^r^y= 1 : 1 ttV>"CSSft^f"^*CaStU) TflfiK*"* iH-i^ II 
(0. 4 4g) £^£T^/K7 7*#tlII#:i: tT#7c Q 
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1 H— NMR (CDC 1 3 ) : 1. 31 (3H, t, J = 7. 1Hz) , 2. 05 
(2H, m) , 2. 18 (3H, s), 3. 08 (3H, bs), 3. 34 (3 
H, s), 3. 54 (2H, t, J = 6. 1Hz) , 3. 61-4. 01 ( 2 H, 
m), 4. 08 (2H, t, J = 6. 3Hz), 4. 21 (2H, t, J = 7. 
1Hz) , 4. 3 8-4. 5 4 (2H, m) , 4. 8 1-5. 1 2- (2H, m) , 
6. 68 (1H, d, J = 5. 6Hz), 7. 34-7. 48 (3H, m), 7. 
83 (1H, d, J = 7. 8Hz) , 8. 27 (1H, d, J = 5. 6Hz) . 

9 

2- C [ [2- [ [ [4- (3-^ h^n^) -3-^f-;U-2-h° 
^=f-;V] 7,;vy 4 -lH-^X^f^y- JV-1 -y(jV\ -Jjju 
7$~;u] (y^^/u) T5;y] 7±T— h 




fik&¥x (M)^pp^f/k) (0. 29 1g) <Z)7b7tKP77yiS 
(lOmL) ^tK^Ts t 0 3J^ (0. 2 4 3mL) ©7f7tKn77« 

(lmD iiTifc. imr, ao&mkmt. #^27^^2-7 

^y/xf/l/ T-fe^-biSgfeia (0. 6 4 7 g) £«lLfc 0 MJ^fvVTS: 
^ (0. 4 19mL) ©ff7fcKn77« (lmL) SriT^s Mt"3 
H#WH*#Lfco JftEMftL gmtrt-Tk (2 0mL) &jbnx. N I^rc^/U ( 50 
mL) TttWLfeo pfcH^fvl'E&l&fn&igTk (15mL) T*gfc?$^ ?£zk« 
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*??*i'$&-&fmi,1t, telit> »^7f7tKP77^ (10m 

L) \mMLtc 0 2- [ [ [4- (3-^ h*is7utf*is) -3-^^-2 

- fc° U vvW] ^VKl -1H -^^XV ^ W—JV ( 0 . 8 7 7 
g ) % j>p^/PT$^ (0. 6 4 1mL) x 4 - fv^T ^ J t° P (0. 
0 1 2 g) 6 0°C-C1 6B#f P m#b7t 0 j&jBE«*g^ BMl^zk (4 
OmL) -kl&TLs mBi^^ (8 0mL) TlglffiUt, I^^^l^iSfn^t 

7k (i5mD x-m&'&, wmm^^^y^^x%m\^tz. 0 wrn^m., mm 

t?«tJ8"t«^i:fc«t?) % £S]§ft£«J (0. 9 3 g) fc^T^^r^Htti: 

1 H-NMR (CDC 1 3 ) : 1. 99 (SH, s) , 2. 07 (3H. s) , 2. 
19 (3H, s), 3. 35 (3H, s), 3. 54 (2H, t, J = 6. 2H 
z) , 4. 09 (2H, t, J = 6. 2Hz) , 4. 14-4. 40 (4H, 
m) , 4. 80 (1H, d, J = 13. 7Hz) , 5. 00 (1H, d, J = l 
3. 7Hz), 6. 71 (1H, d, J = 5. 7Hz), 7. 03-7. 34 
(7H, m) , 7. 3 8 (1H, m) , 7. 6 5 ( 1 H, m) , 8. 3 2 ( 1 H, 
d, J = 5. 7Hz) . 

£$0IJ6 0 

2- [ [ [5- WTAsX-ti* h**s) -2- [ [ (3, 4-v^ 

- fc° P * =f-)V\ ^;vy 4 - 1 H-^^XV § #*)f—;V- l — ^ )V\ 
$/U7$~/U] (t^/H T^/] h 
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CH 3 



^Mfetr* (MJ^nn^f;H (0. 174g) Off7t Ko77« 
(8mL) £*#T\ t'Uv'y (0. 14 6mL) ©7^7kKn77* 

(lmD irrifc, 7K^Ts intf«m^, #t«i4T#^fcx^ 

2 - fv^T 5 / ) ^fvt- h&gfetft ( O . 3 3 O g ) L/t n 

hy^A'T^ (0. 2 5 0mL) ©ff7tKP77>'^ ( 1 m L) 
TfK »T?3l5MJI#Lfc„ EsSft^ a»^7K (1 OmL) SrJ&q*., # 
(3 OmL) T*ttWUfc 0 @»^WJi fcl&fti&fok (lOmL) Trgt 

M7X«^^v-!>A-e«t/c 0 mmmmu »^7f7tKP7 

77 (8niL) i^lbfCo 5- (i/y/^u^ h^iy) -2- [ [ (3, 4- 
v 5 ^ h drv'- 2 - 1° U S?/V) ^ f7l/| */K7 ^ -/V] - 1 H <yX^ ^ 
71/(0. 4 3 2 g) „ fy^/l^r^ (0. 2 7 9mL) N 4-v^fv^T^ 
(0. 00 8 g) &«IL, 6 0°Cl?17. 5B#r^#t7t 0 »±M 
a»^7K (2 OmL) ^Pts SKxf/l/ (5 OmL) T'tttB Ltc 0 B 

m^;vm*&%&Mfo (lomD •x*mfr&, mykffi&^y^v&'vtftML 

: ^f-y=i : 2 S i^Tl : 1 Tigft) N iV^y7JWJ7^7 p 
•7f7'77^- (^m^f-sU : ^*y-y=2 : l s ^Tl1^^f-/V-e^fctj) T? 
iftSrHay. JSSJSfb^i^- [ [ [6- (^tn^b^y) -2 
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- [ [ (3, 4-*?*}>*ri'-2-\*V*SM t^^l ~^)V7 4 -1H- 

: 1<E>S£4* (0. 0 9g) fc^feT^/l^r^Sfti: L 

1 H-NMR (CDC 1 3 ) : 1. 31 (3H, t, J = 7. 2Hz) , 3 06 

(3H, s), 3. 42-3. 9 8 (2H, m) , 3. 87 (3H, s) , 3. 
90 (3H, s) , 4. 21 (2H, q, J = 7. 2Hz) , 4. 36-4. 5 
4 (2H, m) , 4. 90 (1H, d, J = 13. 2Hz) , 4. 98 ( 1 H, 
d, J = 13. 2Hz) , 6. 54 (0. 5 H, t, J = 73. 5Hz) , 6. 
61 (0. 5H, t, J = 73. 5Hz) , 6. 78 ( 1 H, d, J = 5. 3H 
z) , 7. 15-7. 25 (1. 5H, m) , 7. 44 (0. 5 H, d, J = 9. 
0Hz) , 7. 59 (0. 5H, s) , 7. 80 (0. 5 H, d, J=9. OH 
z) , 8. 17 (1H, d, J = 5. 3Hz) . 

&f£W 6 1 

2- Itf-fr [ [ (R) -2- [ [ [3-^/^-4- (2, 2, 2 - b y 7 

,v3rv^h*i/) ^^7^^;H -1H-- <^XV^ 

^y*-/i/- 1 yfr/i^^] 7 5;/] j^a- i -t< ^t°-<y 4 
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##$| 5 4 T?# b ftfc 2 - ( * 5 / ) ^^Vl" 1 ~ ^ f-/^ 

4-^7/^>v-l/- hZMBM (O. 9Sg) §7f7tKD77>" (5 0m 

D \zMz.xutb<MWLfr'&, &mvx (fy^po^f^) (o. 53 

g) »£fc 0 7K^rbfc^, MJ^fyl^X^ (2. OlmL) Oxh^tKn 
77« (5 0mL) SriBTU ^a-e3Bfr«^b/t 0 (10 0 

mL) -kliW^ mm^mi-hV^^7kWm (lOOmD . mt&Mfc (8 0m 

MYvyj^y (2 0mL) KM^tc 0 (R) -2- [ [ [3-^^-4- 
(2, 2, 2- MJ hdf-V) -2-fc°yvVk] ^ fvl"] 7^:7^ 

/I/] -lH-^yX^^^/V (O. 7 4g) v MJ^/^T5>- (0. 5 6 
mL) N 4-v^^vKTS/ \?Vi?> (0. 04 9 g) £»U 6 0°CTl« 

itif^ (5 0mL) T^WbTto IM^^Jf £t£fR^7k (5 0mL) ~C 

7 s /^7^^P"7h^77^- (Sfi^^vl' : : 3 S IV^TStx 

?7K 3^T^ * / : Hixf/W= 1:19 TIM) xmmt^ Z.k\Z.i.*>. 

mmi\&® (o. 7 8 g ) znm&T*^7Txytwfckvxnt.o 
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1 H — NMR (CDClg) : 1. 6 5-2. 0 5 (6H, m) , 2. 23 (3H, 
s), 2. 25 (3H, s), 2. 24-2. 38 (1H, m) , 2. 75-2. 
85 (2H, m) , 3. 07 ( 3 H, bs) , 3. 40-4. 10 (2H, b 
r) , 4. 38 (2H, q, J = 7. 8Hz), 4. 40 (2H, m), 4. 8 
0-5.- 10 (2H, br) , 6. 64 ( 1 H, d, J = 5. 6Hz) , 7. 3 
6-7. 47 (3H, m) , 7. 84 (1H, d, 3 = 7. 8Hz) , 8. 35 
(1H, d, J = 5. 6Hz) . 

2-[ [4- (7^/^^) 7x=;V] [ [ (R) -2- [ [ [3-7* 
f7V_4_ (2, 2, 2- MJ h^f-vO - 2 - h° JJ vVk] ^ ^/U] * 




^SfefcT* (b^nn^f/u) (0. 4 5g) ©rf7tKo77« (2 
0 m L) £*ft"Fs ###J 5 5 tlfc 2 - [ [4 - (7^/* /P/jwk) 7 
x=;l/] 7 5'/]=f/> T-fex-h (0. 67g) HlJxW^y (0. 
6 3mL) OTb7tKo77yi?l (lOmL) £MTU SfflT 1 H# W# 
Lfc 0 m±mWks jjUftU:* (50mL) SrJP^ tfBfct^yV (5 0mL) t? 
ttWLTt, BSfe3.^flSrO. 2Nit^ (20mL) % fiSft^fetoK (5 OmL) 
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uyyy (3 0mL) \Z.mffihit 0 (R) -2- [ [ [3-^^-4- (2, 
2 , 2 - MJ 77l/^-n at }> ^y) - 2 - b° y ^] ^ fyl,] ^/py w - 1 

(1. llg) , b y ae^vUT ^ >- (0. 63mL) N 
4 - ^7 5 7 t° U ( 0. 037g) U 60 °CT 3 0 £ 

^H^^LfCc iffllf, Mfcfc&ifek*"?- h I> I^AtK^R (5 0m 
L) SrJnx., f^St^jv (5 0mL) Ti*tfiUc 0 ^^/Hf Sr^fP^^k 

(5 0mD -z&mt, m^m^^^y^^xtmvtc 0 mmmm, mm 

t^T6 : 4, $^T8 : 2TfHi) "dti^ - £ £ 5 x IIM{^#J (1. 
2 6 g) &M&T*;i'7TXft®#k Ltifc, 

1 H — NMR (CDC 1 3 ) : 1. 99 (3H, s) , 2. 26 (3H, s) , 4. 
15-4. 55 (4H, 111) , 4. 41 (2H, q, J = 7. 9Hz) , 4. 8 
0-5. 20 (2H, br) , 6. 69 (1H, d, J = 5. 7Hz), 7. 2 
6-7. 38 (3H, m) , 7. 48 (2H, d, J = 8. 9Hz) , 7. 54 
(2H, d, J = 8. 9Hz), 7. 66-7. 73 (1H, m) , 8. 39 
. (1 H, d, J = 5. 7Hz). 

3 

2- Itf/ls [ [ (R) -2- [ [ [3-^^-4- (2, 2, 2-by^ 
n ac h - 2 - t° y ^ ^vl"] ^ a^/l/] - 1 H — < >XV $ 

W—tV- $ /l/tfrz/u] T^yl 1 - / f-/V- 4 - hV< y 
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5 6 -e# hfltz. 2 - fiVT § / ) x-J-JV 1 - ^ 4 - tV< y 
#-jiJ?.*-- r^ifflfeift (1. Olg) lrfh7tKD77y (3 0m 
L) \zM$LX\M.b<Wfr\Jtdk^ zM$Lfc 0 Sm^x (M)^DD^f;H 
(0. 6 9g) £r»tfJt MJ ^fvi'T 5 1' (i. 9 5mL) ©7b7tKn7 
(lOmL) ^MTUfc 0 MT1HR3> ^TlR#W#t/cfts tff 
WLfcgflcSriigiJLfeo 3$EE8ffi& BKI^^ (5 0mL) t^P^U 7K^L7c 
<7AtK» (5 0mL) N gfrjfr£i&7k (5 0mL) fti 
*«E»^^^!>AT?ftiftUfc 0 ^J±a^t, M^7f7tFP77^ (2 
OmL) f^?bfc 0 (R) -2- [ [ [3-^^-4- (2, 2, 2- by 
-2-fc o yv7K] ^/V] ^7^=/l/] -1H- <>-XV 
5*V— /V (1. 1 1 g) s r U ^fvl'T $ ^ (0. 6 3mL) s 4-v^fV^ 
T$/t°y^^ (0. 0 3 7 g) ZmtmU 6 0t)T«ff#L/c o ^JEMH^s 
Mflfel^ifoK*^- h V !7^7K» (5 OmL) ^Dx., (5 0m 

L) "CttttiUfco S^^^SSrl&ffiteifck (5 OmL) X*Wfr'&, mJmWt^ 

^77^- (Stsgfcnfvl' : ^f-^= 1 : i % j^TBUfc^/K ^Tt<?/ 
-yu : |^ocf-/i/= l : i9T?iSW) Tf»3»i-5ri:^J:9s tlM^t) (o. 
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7 o g) %m&T^^y7*W;mfct vxmc 0 

1 H-NMR (CDClj) : 1. 7 0- 1. 8 6 (2H, m) , 1. 90-2. 
04 (2H, m) , 2. 23 (3H, s) , 2. 28 (3H, s) , 2. 10- 
2. 35 (2H, m) , 2. 6 0-2. 7 2 (2H, m) , 3. 08 ( 3 H, b 
s) , 3. 4 0-4. 2 0 (2H, br) , 4. 39 (2H, q, J = 7. 9H 
z) , 4. 44 (2H, m) , 4. 6 0-4. 74 (1H, m) , 4. 80-5. 
15 (2H, br) , 6. 65 (1H, d, J = 5. 9Hz) , 7. 35-7. 
52 (3H, m) , 7. 84 (1H, d, J = 7. 5Hz) , 8. 35 ( 1 H, 
d, J = 5. 9Hz) . 

6 4 

2 _[ [ 4 - {T^/if/U^^M y=.~tV\ [ [2- [ [ [3-7<^-4 
- (2, 2, 2-MJ7/^nxf^) ^fvH */K7^ 




»^ (fD^nP^^) (0. 12g) ©fh7tKD77^(5 
mL) ^?K^T> ##0iJ5 5T#bfrfc2-[ [4- (7 5/*^^) 7* 
^/l/] T^/]^^ Tir^-f (0. 2 2g) MJac^yl'TS^ (0. 1 
7mL) ©7b7tKP77^i (5mL) £»TU lfiT'3 0^Wt 
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It. 7k (2 0mL) mm^f-^ (3 0mL) titHlfc. mSt^f-^M 

ternn-kifak (2 0mD -&m&. m&mwhry*is'?j*-v#®LLit 0 mi±m 

16 U »^Tf7tKn7yy (lOmL) \zm»L1t 9 2- [ [ [3-^ 
f-;U-4- (2, 2, 2- MJ^/^nzn f^v<) * 
5 ;l>7-f=/>] -lH-^X^f^^;l/ (0. 3 7g) N MJ J^vUT 5 

(0. 2 8mL) „ 4-^W^;t t !l^ (0. 0 1 2 g) £»IU 6 

o°cTiB^w#bfc 0 m«Ms mmmzimz&mi-hvt&Tkmm (20 

mD SrJq*. % REfctfvi' (3 0mD T'ttttJ bfc D Sfflt^^l Srfif irffcibK 

(2 0mL) "TfJJfc^, M7K«^^v'!7AT«^b^ 0 M 
g^T5 : 5, iV^T8 : 2T« TfHISltS r t W 9 , tlM^^l (0. 

3 4 g) ^mfcT^/i-? t xvtmfct Lt#t, 

1 H— NMR (CDC 1 3 ) : 1. 99 ( 3 H, s) , 2. 26 (3H, s) , 4. 

15-4. 55 (4H, m) , 4. 41 (2H, q, J = 7. 9Hz) , 4. 8 

15 0-5. 2 0 (2H, br) , 6. 69 ( 1 H, d, J = 5. 9Hz) , 7. 2 

6-7. 40 (3H, m), 7. 47 (2H, d, J=8. 8 Hz) , 7. 54 

(2H, d, J = 8. 8 Hz) , 7. 65-7. 74 (1H, m) , 8. 38 

(1H, d, J = 5. 9Hz) . 

20 6 5 

(_) -rc^/W 2- [ [ [5-^ h^rv--2- [ [ (4-^ h*is-3, 5 

-v 5 ^^-2-t°y -3H-^^/ [4, 5 
-b] t°JJ^y-3— (^^/l>) 7 5/] 
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0 
0 

< 

CH 3 

mm$E6 3-1 4 6 8 8 2miB«0^5fe-Cf^fifeLfc5-^ h^-2- 
[ [ b*ri/-3, 5-^^-2-fc°y vvl*-) p*^] 

/H -1H- f^V [4, 5-b] t o y^>^r^HPLC-e7fe^fiJLT-m 

(-) =c-±y=f-^-\t (0. lOg) ©7f7tFD77« (5mL) 
}3\ ##M3 4T#7c2- [ (^p^/^^) (^fvl-O 
^/V %—y$*—h (0. 081g) s hV^/^T^y (0. 0 8 0mL) % 
4 - *$~>V7 % J fc° V i? ^ ( 0 . 007g) U 50 °CT 1 8 «]ff# 

bfc 0 iElIt, »SMfcfc:;k (3 0mL) SrJPxi, Sixf/k (5 0mL) T 

ittiifc 0 - b^^^s (3 omD t»^ s ««-7- h y •> 

- mm^fr:^*y->=2 : it-m) ti#$h*<5 z.b\z.£Y) s mm\&® 
(o. o 5 3 g) %m&mwmt ut#tc 0 

1 H — NMR (CDClj) : 1. 30 (3H, t, J = 7. 1Hz) , 2. 24 
(6H, s) , 3. 15, 3. 32 (^f+3H, s) , 3. 7 3 (3 H, s) , 

3. 90-4. 55 (9H, m), 4. 85 (1H, d, J = 13. 2 Hz), 

4. 97 (1H, d, J = 13. 2Hz), 6. 80 (1H, d, J = 8. 8H 
z), 7. 96 (1H, d, J = 8. 8Hz), 8. 23 (1H, s) . 



20 &j&m 6 6 
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(+) -z^J-jV 2- [ [ [5-^ Y*i/-2- [ [ 5 
-v^^- 2-fc°y v^) J*/^ -f =71/] -3H—f^V [4, 5 

-b] try 5?^- 3 (^a-) 7$/] ^ 




o 

< 

#BflHg 63-146882 t!3«t<7>^feT?^ Lfc 5 - ^ h ^ V- 2 - 

;v] -1H-^^V [4, 5-b] fc e y ^y^ltHPLCT^^fiJbTtt 
fc (+) ^^f^-v—ffc (0. 1 0 g) ©7^7tKn77« (5mL) 
fc, 3 4 TWc 2 - [ (7nn 9vU) 7 5 J ] 

^fyl" (0. 08 lg) > MJ^^T^^ (0. 0 8 0mL) N 

4 - i?* f-/UT 5 / tf V i?y ( 0 . 007g) U 5 0 °CT 1 8 B#P«# 

Ufc 0 ^J3Eit«s milfOkZfo (3 0mL) ffc^c^ (5 0mL) T 

tt(±}bfe 0 g^^^SSr^^fiTk (3 0mL) x &zM5ftSH- h y !7 

^Tl«Lfc 0 i)±II| N M^titS^y 7^^o-7b^77^ 
- (^^^:^= 3 ff-^=2 : lTiW) T3t§H-5 £ t fc«fc »9 , Wm&% 
t ( + ) -je^/I/ 2- [ [ [5-^ h^>-2- [ [ (4-^ h^~3, 5 
-Vtf-jV- 2-t°y vVv) ^fvl/j ^/l^ ^/t/J -lH->f5*V [4, 5 
-b] t°y v>>- 1 — f>)Vl$~)V\ (^^/U) T 5 /] ^ 
20 -b©2: KDm&Vo (0. 115g) LT#fc 0 
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1 H-NMR (CDC 1,) : 1. 2 0- 1. 3 8 (3H, m) , 2. 24 (6H, 
s), 3. 08, 3. 15, 3. 33 (^f|-3H, s) , 3. 7 3 (3H, s) , 
3. 8 8-4. 5 5 (9H, m) , 4. 7 8-5. 0 5 (2H, m) , 6. 8 0, 
6. 86 (1H, d, J = 8. 8Hz) , 7. 7 6, 7. 9 6 ( 1 H, d, J = 
8. 8 H z ) , 8. 21, 8. 22 1 H, s ) . 

yyy^yy-;uRPf r^^Aj tffirf) 300 g, m^if^y^ 

■A105g s HMfi^l95g*5j;mSE^:St Kndrv-7°ntVH?^P-^75g^J; 

gfc Ko ^yfn -*18. 8 g < TOlfcWJ t tfc Q 2s 

i^l^i (CF-360, 7uyymm%££tiM) fr&ffi ■ T*^^W»: 
375 g L N k Ko **yzfn h°;u±/uu (2w/w%) £nf 8 Lftfl? £> ± 

eVMr/Un— . (2w/w%) SriffiLft^ e,±iB©4T^mWJ^=i— 

10 n m~ 1400 m m<£>Mi£#fc 0 
HI4120. Omg^Oia^ 

SIS • ^^i&tftMl 37. 5rag 

k Ko \1°/U±JUU —7. 0. 75rag 

it^A 30. Omg 

$gh^*V# A 10.5rag 

n-m&m i9.5m g 

{£g^ kKo^O tT/l^fe/l/ D - X 7. 5mg 

»$!{fi*S 7.5rag 
ffig^t: Ko df-^yn fcf/Hr/VP— * 1. 875rag 
Mit^^y 4.875mg 
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Wi 120. Omg 

ffi$fe*Cl206g m-r^ n =f— /U6 0 0 0 £25 g *3 .fctftKjJ y/W<- b 8 0 SrlO g 
ig#U #b^S^^^^78 gx Wtfc'?-9>T!Sg&£Tfi*9 9 yv^nTjfy 
T-LD&866.7g LT260g) £#£««=<--x^ >-y^$i£§l 

^*-7-4^<?m (SPIR-A-FLOW, 7n^yb»^ii) ^T^S/^45°C, 
n-^m^C : 200rpm N mWMM. : 3. 8g/#\ ^/Wx7)£^ : 1.0kg/cm 2 CD^ 
{tt'n-f^y^U ^©SSffil, ^-C|$iib710 At m~1400//ra<7?TfBia 
^©IKgH4IStfclS:#fc. 4 OTr? 1 6 B#P B m^$sLfc 0 

fl&MHilftI149. 86mgifJ£>jfc§Jjfc 

1 ©S|3|& 120. OOmg 

* 9 9 V /Ijgt* *°!J-7-LD 65mg t LT 19. 5mg) 

9/^9 5. 85mg 

•7^^6 0 0 0 1. 88rag 

HHI^y ^ 1. 88mg 

/KUy/W<- h80 0. 75mg 

If 149. 86mg 

MM7K69. 12 g i: il7K^^ / -71-622. 08 g <DWfo\L *99V A*& a *K P -v— S 
&36g s /. ^y !J7^3^yT-L^12g*5j;T>*y^^h y=tf-/W4.8g^<PP 

u #b^6?^m-y7^y24g^m$^a-T^^y^^M3tL/t 0 

(spir-a-flow, 7uj>hmm%&£#M) ^vfefzimsox;, v-9 

lUlsfC : 150rpm, fflffi&g. : 3. 3g/#, *y W-^TJE^ : 1. Okg/cm 2 (D^fF'C^ 
' 7" A W Lfc 0 %bntcmM^%BXWT§ L710 a ra~1400 M MfMm% 
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ll»tt»II221. 86mg4><E>j|&j£ 



MW'fiMtl 149. 86rag 

t # JjAflfeajRU -r— S 33. 75mg 

7? £^ U/Pgfea^U -7— L 11.25mg 

22.5mg 

^ y^k b P si^vl" 4. 5mg 

ft- 221.86mg 



ft §feK69. 12 g t / -^622. 08 g <Z>«^ 9 $ V /Hfc=»# 1? S 

£24 g, JJ^3#p-r*-LS:24g*3«ttJ t ^^>^b y^^4.8gSr^ 

-f^ttl (SPIR-A-FLOW, 7n^yMiH^ii) ^T|t^^30°C. D- 
*H]i!te$C : 150rpm N : 3. 3g/#\ ^yv-^TJI^ : 1. Okg/cra 2 <£>2H*K* 

3> — ufco #&nfcsg8TO*&tt*efSis b7io m m-woo n momm*. 

I»t«^III221. 86mg^<D« 



U^tti^I 149. 86mg 
y/l/grajtf 22.5mg 

VA&L=*tfV -?—L 22. 5mg 

^/l^ 22. 5mg 

>7 3i l^Wt V V 4. 5mg 

ft 221. 86mg 



5 

2 -Cl#fc«tM^I37. 5mgi:##M 3 TWdlittitIH67[iig^?l^ 
U S6>|cSKb7Kp3tf-W68.2ingSr^!)nU 1^7°-fe/Hfl (-f&^M&A : 30m 
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###1J 2 ^Itm&l&gmSI. 5mg t ##$J 4 T#fc^ttSS^III167mg^?i 
£U $bl«^°3J^^68.2ragSr»U lf^ytMjB (ffcl^A : 30 

<b^A 225 g, mfcry*fVM5g. WJtt KD^^ntV^t/Hi 
-*37. 5 g *5 £Ut Kn ^v'T'p fcT/Vfe/na*- *37. 5 g £^§£7X2122. 5 g 
$*t"!iami:^o IgSbft^ibS =« — x >r (spir-a-flow n 

^^-fe/i>p-^(*&))^l00gSAU ^M^62°C, p- 
: 300rpm, • 10g/#> ^V—^THE^ : 1. Okg/cra 2 <D^"C 

Sf®| L500 ju m~1400 At mfDWtgL&fttto 

±M<Dmmz.*mm*-Tj ymzmmmwrnmrn^-r-^^B (spir- 

A-FLOW, 7n-r>-h®i»^W SrffiV^a-^^^b^^^l^U 
v^n fcVM f^t/Vn^^ 2 9 10 £20. 09 g U &t>tl&t$fc\zMik 

^^^8.03g*3J;W/^i2.05g^fc$^itbrc o =»-tM yfmE&ft- 

tt£«HEL& : 62°C, P-^HIlSic : 200rpm, a»:3.0g/^ * 7*1—^7 
j±^j : 1.0kg/ctn 2 -CfTofc 0 #bftfc$?l«|&£ 4 0^C16I$|BB*2««U ft 



fflTCtSiB ^710 At m~1400 At m<E>H*fc&#fco 

25 <fb£*A 30 - 0m g 
fgg^ri^ t Fo *<-vfv- if/vfe/na — 5. Omg 

t K p dp-i/T'p tf /l^-fe/Vn — * 5. Omg 

t K p ^ri/Zfn \f;V^=f-;V^;Vu —X 2 9 1 0 5. Omg 
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$;V# 3. Omg 

|+ 80. Omg 

JtHWcl206 g la =T-/V6 0 0 0 £25 g *5itf# y y /W<- h 8 0 £10 g 

*r-LD£866. 7g mW£t UT260g). ^^«#tt=>-T-^ y^$E£M 

^-T^y^B (SPIR-A-FLOW, 7n^yhEH^^±0) 4^l$^fi£45°cy 
P-^[H^ic : 200rpm, &?£i£& : 3. 8g/#\ *:/WniTff2J : 1. Okg/cm 2 ©^ 
ftT=<-xy ^"U ^©^^Ifc^U 3^fSTfSiiL710Mm'-1400|zmOTIB*a 

^m«^iv^#7c 0 wbntmm&s 4otti 6^m^^tfc 0 

»ttH^IV99. 9mg^^|I)^ 

$5f $| 7 80. OOmg 

^ y y /i/^n tff y -r- L D 43. 3mg iMW£ t LT 13. Orag) 

$>V$ 4. Omg 

P =T— A' 6 OOO 1. 2mg 

mfc^fy i.2mg 

^UVM- b80 0. 5mg 

If- 99. 9mg 

fll$lzK69. 12 g £ y -A622. 08 g (DWfcfc* ZtV aH=» *K ])^—S 

£36 g N y ^y !)/Hfe3 7K!> -r— LS:i2g*5J;^^^ifth y^;^£4.8gtt 

M 7 -e#7tpi&ioo g ^ ±ie =>-t^ ^y s B^£»ff #$fcStiJi =* — y y y 

ft (SPIR-A-FL0W, yny>-bm^^l4M) 4'^m^30 o C, n-^0iite 
% : lOOrpm, mfflgJSt : 3. 0g/£\ ^T 0 W-^TJ±7: : 1. Okg/cm 2 O^T^-x 
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4 y?'Lfc 0 nbfrfrmm&*%Mx*B^^movm~noovm<Dmmmm 



7 (DfflgL 80. Omg 

?i P/l^^y ~?—S 18. Omg 

^ ^ y/^=r^!J-r— L 6. Omg 

^/l^ 12. Omg 

^xy^M) :x.^vP 2. 4mg 

If 118. 4mg 



1 0 

*fr®bK69. 12 g tm7k=z-# / -^622. 08 g (Dffifcfr # V ^ S 

^24 g N ^ * * y /i^fe= # y -v— l ^24 g *3 xw=^ym h v ^/m. 8 g %m 

(spir-a-flow, yvjymmm^ttM) ^T|^C^30°C, n-^HJife 

IK : lOOrpm, &J08£ft : 3. Og/ft s : 1. Okg/cm 2 <DMtX*^—T 

4 W Vtz 0 # btbfc^SRKSr^ittTfflBfl 1 1180 /z ra~1700 m m<DMW&mm 

»tt^VI118. 4rag^ 



7 ©0*4 80. Omg 

U/l^n^JW-S 12.0mg 
^^^D/Ha^U^L 12. Omg 

12. Omg 

# m ^gg h JJ jx.^/I' 2. 4mg 

f| 118. 4mg 



%M 1 1 

8 T#fc«t«^IV25mgi 9 Tl#fcJlM«|£V88. 8mg&rrll^ 
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1 2 

' 8 Tl#fc«t«^IV25m gt b 1 0 T*#«^ttMVr88. 8mg£M 

£U $ b^^^P^^^>-37.9mg^»t. S^yir/Hjlil Offc-g^A : 30 

13 

- 7 25 g *5 i 0 1 Kn^r ^7" o g £ri|t®f7Kl420 g K:M£-£T 

"fH^Lfc mWMWffiWjm=*-T-4i>'ytik (spir-a-flow, 7P^y« 
t#5££*±M) ^;i* H e H ir/i'n~^(^)200g^SAU, ^M62°C, u-$mU 
WH : 300rpm s £$£i£&": 10g/£\ ^^WxT)±^ : 1. Okg/cm 2 <E>&#T?Pf £ L 

2bfflK*itii L500 At m~1400 /z m(Dpl&£#fc 0 



HJ&41. 25rag^©ffl^ 

^ir/I^n — 7 (#) 22. 5mg 

fb^tlA^ 11. 25mg 

&mr??*i/t?J* 3.75mg 

t K n ^ v"7°n —7 1. 87mg 

t Kn ^ri/^n tVHr/l^n —7 1. 87mg 

H- 41. 24mg 



{b-a-t»A90g N «^^>?i*31.5g N »®ia)^58.5g*3«ktm@^t: K 
p *i/-?n M°;V±;W -722. 5 g £ <£ < ^ U £HJHM#J £ bfd 0 jI'^Wj 
(CF-raini, 7 u A V Y nW&£&M ^#%$J 1 3 T#fc«ni0 g £ 
gAU t Yn^yfn t 0 ^ir^P-7?« (2w/w%) £if|§L&^ ^ ±^o) ± 
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4 0°CTU 6#IHJt£*£0IU ^T*^iiL710/im~1400Mm(7)«S^^#7c: o 

1 3 Offflfc 41. 25mg 

fl^ttA • 33. 75mg 

11.81mg 
21.94mg 

{Stt^rS th'O tf/I^t/H3-^ 8. 44mg . 

t Kn d rv / 7°PtVl^;l'0-^ 0. 84mg 

ft- 118.03mg 



^tH (SPIR-A-FLOW, 7P-fyH»^W Srffiv^^-x^v^'u * 
O**^LTIEm^^^#7c 0 "fllla- T^O-ymmn, *#$$bk361.55 
g \ZL M Kd^7°d fcVM J-;V±;W—7. 2 9 10 £20. 09 g £I£$?U 

zmmzmk^? ys. 03 g *5W?^ 12. 05 g L7t 0 =-7^ 

: 62°C, n-^H]i|fe^ : 200rpm, ft^ii^ : 3. 0g/^\ 
K-fV-x-Tmtl : 1.0kg/cm 2 -etTofc o #btL^»»£ 4 0 °CT* 1 6lffi 

L-s ^LSTII U710 /i m~1400 ix m©ML£#7~ 0 
SS3(£133. Omg^Oia^ 

%1>m\ 1 118. 03rag 

t Kp ^v^n tW^ ^/Vir/l^P— * 2 9 1 0 7. 5rag 

4. 5mg 

ff 133. 03mg 

mmm s 

!)t^7Xl206 g \L"? ? P /l" 6 0 0 0 £25 g itM JJ V /W<— h 8 0 £ 10 g 
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-^~LD£866.7g LT260 g) ^W&M 

(SPIR-A-FLOW, 7vJ>hMMW&£#M) * T'^?^45°C, 
P-^@(EflS: : 200rpm, : 3. 8g/# N ^V"- :*7JE;fr : 1, Okg/cm 2 <Z>^ 

ft^n-fV^U *r©£*fcl*U ^T^iiU710/xm~1400/zm(DTIBm 

&<D®mm5$.ni&nit 0 nbtitcmmm*. 4 0 < cti6HBiiMi 

TCo. 

»^tfiSISCVII165. 18mgf£<E>*U£ 

HJfeM 2 ©ffi^ 133. 03mg 

^^D^^y^LD 70mg UT21.00mg) 

^/l^ 6. 30mg 

n =f-;V6 0 0 0 2. 02rag 

BKbf-^ ^ 2. 02mg 

3j*y y/W<— h80 0. 81mg 

ff- 165. 18mg 



WfSWc69. 12 g £ 4&7k^ y -A*22. 08 g ©HS^^ * ^ U Aflfc ^!)^S 
£36 g s y ^y yyl^fea^U-r— L&WgjSiW^^Sh y^^S:4.8g^ 
fl?U #e 5 ^5^»^^^24g&^m^^= 1 -7 i ^>'^^^MitL-7t 0 « 
0i| 2 t?#7t!S*fi[loo g ±13^ v ^^&&SKj*# WjI ^-"rjy?' 

m (spir-a-flow, y^^ymmm^iiM) ^muum^o^ p-*ehe 

$ : lOOrptn, : 3. 0g/#, *:7V-^TJE;(j : 1. Okg/cra 2 O^a-f 

^ I^Ut. #bnfc»^^^T^igLll80Am~1700 M m(D^ti» 
VIIl£#fc 0 ifcV^ 4 0°CT*1 6^f B m^^b7t 0 
Ui^tM^VI 1 1 196. 88mg>^ 
H«ij2tf»& 133.03mg 
y ^ y/l^fea^y-r— S 29.93mg 
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* $ # v ^HRa ^° y L 9 - 98ra s 

$ )\,$ 19. 95mg 

^ jcygg h ]j ai^yl/ 3. 99mg 

ff 196. 88mg 



ffi§y<69. 12 g £ JS*^* 7 — /1/622. 08 g OWfcXZ* $ # V /Uifea *° U S 

#u #b^6»^^/^^24g^fc$^: ;:i --r-r^^^^M3tLyco 
#j 2 r*#fc^ioo g £ N _tja =« ^ ^^^Srteilj 3 — s t a y v 

m (SPIR-A-FLOW, 7vj^hmm&&tiM) ^T^M^OU 

ft : 100rpm s &&&& : 3. 0g/#\ ^"/U-^Tff* : 1. Okg/cm 2 ©^ta-f 

^ ^ Lfc. # bfrftffl&mL*%ffiX-%m b 1180 /i ra~1700 M m<DJ3W#MttX 

#^T\ 4 0U-1 6l$ra*SS£JfcUfc„ 
fl&$H45S*£lX196. 88mg«t» ®*Bfife 



HMM 2 <D«L 133. 03mg 

t##V JV$L 3 19. 95mg 

7< * ^ U 7Pife=J ^ y l 19. 95mg 

19. 95mg 

^ :x. ^gg ^ ]) if;V 3. 99mg 

ff 196. 88rag 



6 

30mgtS^) ^^LT^y-fe^jV^#/c 0 

3 -Cl#^Bi^WfeVII28mgi:^M 5 Tl#^«t«^IX98. 7mg£$| 
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fc 0 



HJ&M 9 

H»J 3 T#«^M^VII84ragi^Ji^| 5 T#fdJir^t«J|&IX296. lmg£M 
£U l-^THr/M^ Ut&VoA :90mgt@^) fcft&LT* :/i^JVIIl£# 

H«J 1 0 

mMM 3 -C#7c«t4Mi£VII42rag^^»!l 5 VWtW&S&miXLtS. 05mg& 



1 

(1) m,mm 

(A) ##^!j3|a^^«'l4»IIo 

(B) ##f!j4fBmO«t«^IIIc 

(C) ##^9iB^^Wt4WV 0 

(d) ###u omm^mmmmio 

( E ) 4 |B«0»»tt!ISKtVIIIo 

(F) HJfe^J 513^^145^1X0 

(2) t*tti!&£ 
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mi 



##M3 ##$14 #%M9 i o mfcm 4 mmm 5 



{b^A(mg) 


45 


45 


45 


45 


45 


45 


P&i: (mg) 


333 


333 


177.6 


177.6 


197.4 


197.4 


feU^fi-^ (%) 


13.51 


13.51 


25.34 


25.34 


22.80 


22.80 




o 


o 


o 


o 


o 


o 



pmm 2 

fem&Sk (PH6.8) 

(1) &mm 

(a) mmumm(omm\mmii 0 

(b) mmn omm^mm&mmio 

( c ) mmm 5 wm^m^mmx 

(2) m% 

pH6. 8 U ^^llff^ 9 0 0 m L LTft^t) Att^I L-T 5 0 m g K^J" L 

x^srtT^vv 7 5 r p m^o^mmnmm^h^-mmmm^m&M^m 

(3) 

0iji o©»SSi4WISEVi-ct4, m^^^l:b^l±J^3i<^ort 0 U>>U 

&WWR (PH6.8) 

(l) www 

(A) ##M3|Sic0^t4»iIIo . 
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(b) 0m<\9m%<ommmm o 

(2) tmm 

pH6. 8 V >-m».WB 9 0 0 m L ITft^AtT^ LT 5 0 m g KSfr L 

T1»%fTftV\ 7 5 r pmf 
aE: L7c.o 

(3) ^g^n 

(1) 9m$f 

(A) ##$j6fB*©#:/*^Jn o 

( B ) ##M 1 2 IB*© # 7*^1] IV. 

( c ) mm 7 mm<D$ y±^n\n 0 

(2) fft*& 

&i^ s i^pg N 2^BB N 40#^s 6B#M, 70#Pb1. 8B#^©^^^A(DMt1 :i 

(3) rat^ 



WO 2004/080439 



223 



PCT/JP2004/003075 



WO 2004/080439 



224 



PCT/JP2004/003075 



m * <o u m 

5 . n b 'ytfl/'fj ytk7- ( P P I ) *> 51**^ 1 ffi?l<£ 



6 . PPI^ (I) : 

R 2 




(I) 



7. PPI/}\ 7yy/7^K Xty'fyV—JK 

f^yy^K w^^y^/K 7tf^7y'^ du-199) N ^<d-7 
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% ft i$z (om^mmm $ timx«h suMti 5 lai^M^ mm. ft nmt 
~ 8 ®vvf ^ 1 imctiM<Dim, m&ftiMBQo 

1 2. $b^ffl^«^J: t 9^^HTV^6lt^5~80V^-fi^^l^I 

14. TO, Ail, Bji^©E^^^IIfofc*^^F H 11Sr^^fcli^lBSii 

15. ah. m^^xmm\wm^<o%mm^mx^t^<o^tm^ 

1 8. »-t^ ABfcfc-fE&fcU »Ajg±H:B«Sr^i-5ii:S:«H»i: 

1 9. |»#J®lfE*&<Dlg*k ^*rtf^iJ^^i-5@^»Jo 

2 0 . ^Sfctt^^-t^'TffcSSIWWC 1 7I3S^H^«'J= 

2 1. ttSLLfc, ^tt^^^^Ji:^^1-6Mt^f««^^LT 
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t 
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mm 



